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PYRAZOLOPYRIMIDINES AS CRF ANTAGONISTS 
5 ************************************** 

This invention relates to pyrazoiopyrimidines, pharmaceutical compositions, 
containing them, and their use in the treatment of stress-related and other diseases. 
The compounds have corticotropirweleasing factor (CRF) antagonist activity. 

CRF antagonists are mentioned in U.S. Patents 4,605,642 and 5,063,245 
10 referring to peptides and pyrazolones, respectively. The importance of CRF 
antagonists is set out in the literature, e. g. as discussed in U.S. Patent 5,053,245, 
which is incorporated herein by reference. A recent outDne of the different activities 
possessed by CRF antagonists is found in M. J. Owens et al.. Pharm. Rev.. Vol. 43. 
pages 425 to 473 {1 991 ). also incorporated herein by reference. Based on the research 
1 6 described in these two and other references. CRF antagonists are considered effective 
in the treatment of a wide range of diseases including stress-related illnesses, such as 
stress-induced depression, anxiety, and headache; abdominal bowel syndrome; 
inflammatory diseases; immune suppression; Alzheimer's disease; gastrointestinal 
diseases; anorexia nervosa; hemorrhagic stress; drug and alcohol withdrawal 
20 symptoms; drug addiction, and fertility problems. 

Certain substituted pyrazoiopyrimidines have been described in the past. For 
instance, European Patent Publication 496,617 refers to adenosine kinase inhibitors 
among which are 1-ribofuranosylpyrazolopyrimidines and 1 -(substituted 
ribofuranosyl)pyrazolopyrimidines. U.S. Patent No. 4,904,666. refers to 
pyrazoiopyrimidines having 1-tetrahydrofuranyl or 1-tetrahydropyranyl substituents. 
Senga et at, J. Heterocyclic Chem., 1 9,1 565 (1 982) refers to certain pyrazoiopyrimidines 
having xanthine oxidase inhibitory activity. Other pyrazoiopyrimidines are mentioned 
in U.S. Patent Nos. 2,955,643 and 3,600,389. 

The present invention relates to a pyrazolopyrimidine compound of the formula 
R 
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and the pharmaceutical^ acceptable acid addition salts thereof, wherein 
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A is NfyRj, CR,R 2 R,„ C(=CR 2 R, J )R 1 , NHCR.R.R,,, OCR.R.R,,. SCR,R ? R„, 
NHNR,R„ CR a R n NHR„ CR 2 R„OR,. CR 2 R„SR, or C(0)R 2 ; 

R, is hydrogen, or C,-C e alkyl which may contain one or two double or triple 
bonds or which may be substituted by one or two substituents independently 
5 selected from the group consisting of hydroxy, fluoro, chloro, bromo, iodo, C,-C 6 
alkoxy. CW>(C,-C 8 alkyl), 0-C-N(C,-C 4 alky1)(C,-C 2 alkyl), NH(C,-C 4 alkyl). amino,' 
O o 

10 NCC.-C, alkyl) (C,-C 4 ^ S(C ^ ^ OC-NH(C r C 4 alkyO. N(C t -C 4 alkyl)C(C,-C 

° o 

alkyl), NHC(C,-C 4 alkyl), COOH, C0(C,-C 4 alkyl), CNH(C,-C 4 alkyl), CN(C,-C 4 

15 B II || || 

o o o o 

alkyl)(C,-C 2 alkyl), S0 2 {C,-C 4 alkyl), SH, CN. NO J( SO(C,-C 4 alkyl), S0 2 NH(C,-C 4 alkyl). 
S0 2 N(C,-C 4 alkyl)(C,-C 3 alkyl). wherein said (C,-C a ) alkyl may have one or two double 
20 or triple bonds; 

R 2 is C,-C, 2 alkyl, aryl or (C,-C )0 alkylene)aryl wherein said aryl is phenyl, 
naphthyl. thlenyl, benzothienyl, pyridyl. quinolyl, pyrazlnolyl, pyrimidyl, imidazolyl.' 
furanyl, benzofuranyl, benzothiazolyl. isothiazolyl, benzisothiazolyl. thiazolyl. isoxazolyl. 
benzisoxazolyl, benzimidazofyl, triazolyl, pyrazolyl, pyrrolyl. indolyl, azaindolyl, oxazolyl, 

25 or benzoxazolyl; 3- to 8-membered cydoalkyl or (C,-C e alkylene) cycloalkyl. wherein 
said cycloalkyl may have one or two of O, S or N-Z wherein Z is hydrogen, C,-C 4 alkyl, 
benzyl, or C,-C 4 alkanoyl. wherein each one of the above groups may be substituted 
independently by from one to three of chloro. fluoro, or (C,-C 4 )alkyl, or one of hydroxy. 

go bromo. iodo. C,-C e alkoxy, 0-C-(C,-C 6 alkyl). 0-C-N( Cl -C 4 alkylHC-C, alkyl). S(C,-C 6 

O O 

alkyl). NH 2 . NH(C,-C 2 alkyl). N(C,-C 2 alkyl) (C,-C 4 alkyl). N(C,-C 4 alkyl)C{C,-C 4 alkyl) 

« 

NHC(C,-C 4 alkyl). COOH. CO(C,-C 4 alkyl). CNH(C,-C 4 alkyl). CN(C,-C 4 alkyl)(C -C 

II || || II 

oo o o o o 
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alkyl), SH, CN, NO,, SO(C,-C 4 alkyl), S0,(C,-C 4 alkyi). SO,NH(C,-C 4 alkyl), S0 2 N(C,-C 4 
aBtyl)(C,-C a alkyl), and wherein said C,-C l2 alkyl or C,-C, 0 alkylene may have one to 
three double or triple bonds; or 

NRjR, or CH.R/1,, may form a saturated 4- to &*nembered ring optionally 
5 having one or two of O. S or N-Z wherein 2 is hydrogen, C,-C 4 alkyl. benzyl or C,-C 4 
alkanoyl; 

R, te hydrogen, C,-C„ alkyl, fluoro, chloro, bromo, Iodo, hydroxy, amino, 0{C,- 
C 8 alkyl), NH(C,-C B alkyl). N[C,-C, alkyTXC,-^ alkyl), SH. S(C,-C 4 alkyl). S0(C,-C 4 
alkyl), or SO^C,-^ alkyl), wherein said C,-C 4 alkyl and C,-C B alkyl may have one or 
10 two double or triple bonds and may be substituted by from 1 to 3 substituents R 7 
Independently selected from the group consisting of hydroxy, amino, C,-C 3 alkoxy. 

O 

15 dimethylamino, diethylamino. methylamino, ethylamino, NHCCH 3 , fluoro, chloro or 
C,-C s thioaTkyl; 

R« is hydrogen, C,-C„ alkyl, fluoro, chloro, bromo. iodo. C,-C e alkoxy, amino. 
NH(C r C 9 alkyl), N(C,-C e alkyl) (C,-C 2 alkyl). SO n {C,.C B alkyl), wherein n is 0. 1 or 2. 
cyano, hydroxy, carboxy, or amldo. wherein said C,-C e alkyls may be substituted by 
one to three of hydroxy, amino, carboxy. amldo. NHC(C,-C 4 alkyl). NH(C r C 4 alkyl), 

0 O 

N(C,-C 4 alkyOIC,-^ alkyl). C0(C,-C 4 alkyl). C,-C 3 alkoxy. C,-C 3 thioalkyl. fluoro. bromo. 
chloro, iodo, cyano or nrtro; 

Rs is phenyl, naphthyl, thienyl, benzothienyl, pyridyl, quinolyl, pyrazinolyl. 
pyrimidyl. imidazolyl. turanyl. benzofuranyl. benzothiazolyl. isothiazolyl, 
benzoisothiazolyl. thlazolyl. isoxazolyl. benzisoxazolyl. benzimidazolyl, triazolyl, 
pyrazolyl, pyrrolyl, indolyl, pyrrolopyridyl benzoxazotyl, oxazolyl. pyrrolldinyl, 
thiazolidinyl. piperazinyl, piperidinyl, tetrazolyl, or 3- to 8-membered cycloalkyl or 9- to 
12-membered bicycloalkyl. optionally having one or two of O, S or N-Z wherein Z is 
hydrogen. C,-C 4 alkyl, C,-C 4 alkanoyl. phenyl or benzyl, wherein each one of the above 
groups may be substituted independently by from one to three of fluoro. chloro, bromo, 
formyl, C,-C 6 alkyl. C,-C s alkoxy, or trffluoromethyl, or one of hydroxy, iodo, cyano, 
nrtro. amino, cyclopropyl. NH(C,-C 4 alkyl), N(C,-C 4 alkyl)(C,-C 2 alkyl), COO(C,-C 4 alkyl). 
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CO(C,-C 4 BTkyQ, S0 2 NH(C,-C 4 alkyl), S0 2 N{C,-C 4 alkyf)(C,-C 2 alkyl), S0 2 NH 2l 
NHS0 2 (C,^C 4 alkyl), SJC,^ alkyl), SO,(C,-C 8 alkyl), wherein said C,-C 4 alkyl and C,-C 6 
alkyl may have one double or triple bond and may be substituted by one or two of 
fluoro, chloro, hydroxy, amino, methylamino. dimethylamino or acetyl; with the proviso 
5 that R, is not unsubstrtuted phenyl; 

R,, is hydrogen, hydroxy, fluoro, chloro, 000(0,-0, alkyl), cyano, or C0(C,-C 2 
alkyl; and 

R, 2 is hydrogen or 0,-C, alkyl; with the following provisos: 
(a) A is not straight chain C,-C 12 alkyl; 
10 (h) ^ is not a sugar group; 

(c) when R, and R. are hydrogen and is chlorophenyl, then A is not NH- 
CHfCr^CH^-NfC,^),; 

(d) when R, and R 4 are hydrogen and A is NR,R, wherein R, is 03-0, 
cycloaJkyl. and R, is C 2 -C 6 alkenyl, phenyKC.-C,, alkytene) or hetero-(C,-C 8 alkylene) 

1 5 wherein the hetero radical is furyl. thienyl or pyridinyl. and wherein said phenyl may be 
substituted by fluoro,. chloro, bromo or iodo. then Rg is not tetrahydrofuranyl or 
tetrahydropyranyl; 

(e) when R, is methoxy. methytthio, or methylsulfonyl, R 4 is hydrogen, and 
Rs is tetrahydrofuranyl or tetrahydropyranyl, then A is not NH(C,-C 2 alkyl), morpholinyl. 

20 hydrazino, or NHC^H, the phenyl of which may be substituted by one methyl or 
two methoxy; 

(f) when R3 is hydrogen, C,-C e alkyl, hydrazino, chloro, bromo, SH, or S 
(C,-C 4 alkyl), R, is hydrogen and R, Is 0,-C, cycloalkyl, then A is not hydrazino. NH(C,- 
C 2 alkyl) or N(C,-C 0 alkyQ (C,-C„ alkyl); 

25 (g) when R, and R 4 are hydrogen and A is NH(CH 2 ) m COOH wherein m is 

1-12, then R, is not phenyl substituted by one of fluoro, chloro, bromo or iodo; 

(h) when R, is hydrogen, hydroxy, methyfthio. chloro or NHbenzyl, R 4 is 
hydrogen, and Rj is chlorophenyl or bromophenyl, then A is not NH(C,-C, 2 alkyl), 
NHallyl, or NfC-C, alkyl) (C,-C, 2 alkyl). wherein said C,-C„ alkyl may be substituted 

30 by NCjHs, or NH benzyl which may be substituted by one ortwo bromo, chloro. fluoro, 
NC 2 H 5 phenyl or morpholinopropyl; 
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P) when Rj and R 4 are hydrogen and Rg is nitrophenyl, then A is not NHR 2 
wherein R 2 is C,-C, 2 alky! which may be substituted by two hydroxy, or Rj is phenyl or 
benzyl; 

0) when R, is chioro or 0(C,<J e alkyl), R 4 is hydrogen, and A is NR,R S 
5 wherein R, and Rj are independently hydrogen or 0,-0, alkyl. then Rg is not 
chlorophenyl; and 

(k) when R, is hydrogen, A is benzyl or phenethyl, and R, is fluoro, chioro, 
bromo or iodo, then Rj Is not ff-deoxy-ribofuranosyl or ff-amlno-ff-deoxy-ribofuranosyl. 
Preferred compounds of the formula I of the invention are those wherein R, is 
1 0 C,-C 4 alkyl, {C 2 -C 4 aIkylene)0(C,-C 4 alkyl), or C 2 -C 4 hydroxyalkyl; those wherein R 2 is 
C,-^ alkyl, benzyl, phenylethyl, or benzyl substituted by one or two of chJoro, fluoro. 
methyl, ethyl, methoxy, ethoxyort-butyl, or by one of trifluoromethyl; (2-thlenyl)methyl; 
(2-thienyl)ethyl; (2-furanyl)me1hyl; 2-(4-chlorothienyl)methyl; (2-benzofuranyi)methyl; (2- 
benzothienyl)methyl; (2-thiazolyl)methyl; or (2-benzothiazolyl)methyl; those wherein R, 
15 is C,-C 4 alkyl, C 2 -C 4 hydroxyalkyl or (C 2 -C 4 alkylJ-CHC,-^ alkyl); those wherein R, is 
hydrogen, methyl, ethyl, methoxy, fluoro or chioro; those wherein R 4 is methylthio, 
methylsulfonyl, methylsulfinyl, hydrogen, methyl, ethyl, or n-propyl, and those wherein 
R, is phenyl substituted by two or three substHuents. 

More specific compounds of the formula I are those wherein A is NR,R Jf 
20 NHCHR,R 2 , or OCHR,^, wherein R, is C,-C 6 alkyl, which may be substituted by one 
of hydroxy, fluoro or C,-C 2 alkoxy, and may contain, one double or triple bond, and R 2 
is benzyl or C,-^ alkyl which may contain one double or triple bond, wherein said C,- 
C„ alkyl or the phenyl in said benzyl may be substituted by fluoro, C,-C„ alkyl, or C,-C e 
alkoxy; and those wherein A is CR 1 R 2 R 1 , wherein R, is C,-C„ alkyl which may be 
25 substituted by one C,-C e alkoxy or hydroxy, R, Is benzyl or C,-C„ alkyl wherein said 
C,-C 0 alkyl or the phenyl in said benzyl may be substituted by one C,-C 8 alkyl, C,-C e 
alkoxy, fluoro, chioro or bromo, and R„ is hydrogen or fluoro. 

More specific compounds of the formula I include those wherein R 2 is (C,-C 4 
aJkylene)aryl wherein said aryl is phenyl, thienyl, benzofuranyl, furanyl, benzothienyl, 
30 thiazolyl, pyridyi or benzothiazolyt. 

More specific compounds of the formula I further inctude those wherein R, is 
benzyl para-substituted by one of ethyl, t-butyl. methoxy, trifluoromethyl, nitro, fluoro 
chioro, or methyl. 
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15 



Other more specific compounds of the formula I include those wherein R, is 
attached through a methylene or ethylene bridge to quinolyl, pyrrolyl, pyrroDdinyl, 
pyridyl, tetrahydropyranyl, cydopropyl, piperidinyl, or berayl-piperfdinyt. 

More specific compounds (I) further include those wherein R, or R, is C,-C e alkyl 
5 which may be substituted by one of hydroxy, methoxy, ethoxy. chloro, fluoro 
0C(0)CH 3 , OqOJNHCH,, or C(0)NH,. 

Other more specific compounds 0) include those wherein R, is C,-C 6 alkyl 
substituted by two of methoxy or ethoxy, or one of COOC,H 5 , methytthio, or phenyl. 
Other more specific compounds (I) include those wherein A is NR.R, or CHR,R a 
10 in which R, and R 2 are taken together with N or CH to form a 5- or 6-membered ring 
having one more nitrogen, sulfur, and/or one oxygen, e.g. pyrrolidinyl. pyrrolyl, 
pyrazolyl, imidazolyt, oxazolyl, thiazoryl, isoxazolyl, thiadiazolyl. oxadiazoryl, pyridyl. 
pyrazinyl or pyrimidyl. 

Other more specific compounds (I) includes those wherein A is NHCHR,R 2 or 
OCHR.R, in which CHR.R, Is a 5- or S^embered ring which may contain one oxygen 
or sulfur, e.g. tetrahydrofuranyl, tetrahydrothiafuranyl and cydopentanyl. 
Most preferred compounds of the formula I include 

3-{(4-methyl-benzylM3,6<«methyl-1 -(2,4,6-trimethylphenyl)-1 H-pyrazoloI.3,4- 
d]pyrimldin-4-yl]-amino}-propan-1-ol; 

diethyl-f6-methyl-3-methylsulfanyl-1-(2 I 4,6-trichlorophenyl)-1H-pyra Z oloI3.4- 
d]pyrimidin-4-ylJ.amine; 

2-{butyl-[6^ethyl^emylsulfanvl-1.(2,4,6-trichlorophenyl)-1H-pyra2olo[3,4- 
d]pvrimidin-4-yl]-amino}-ethanol; 

dibutyl-[6-methyl-3-methylsuWanyl-1 -{2,4,6-trichlorophenyl)-1 H-pyrazolo[3,4- 
25 d]pyrlmldin-4-yl}-amine; 

butyl^myl-[6-memyl-3snemvfsulfanW-H2,4,Wrichlorophenyt)-1r^ 
d]pyrimidin-4-yi]-amine; 

butyl^yl-[6^ethyl^r^ylsulfonyl-H2,4,6-trichloro 
d]pyrlmidin-4-yf]-amine; 

butyl^opropvlmethyl-[6-methvl-3-methylsu»anyl-1 ^,4.6-trichlorophenyi)-1 H- 
pyrazolo[3,4-d]pyrlmidin-4-yl]-amine; 

d^1 i 3ropyl-[6^emyl-3-methylsu^lany^1-(2.4,6-trichlorophenyl)-1H-pyrazolo[3 l 4- 
dlpyrimidin-4-vlJ-amine; 
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dia!lyl-[6-methyl-3-methylsu»anyl-1-(2A6-trichlorophenyl)-1H-pyrazolo[3,4- 
d]pyrirnidirv4-yr|-amine; 

butyl*thyH6^lora^emylsuito^ 
cflpyrimidin-4-yq-amina; 

5 buty^yH6^ethoxy^ethyb^ H-pyrazoloI3,4- 

d]pyrirru'din-4-yr|-amine; 

Propyl^yH3,6-dimethyM-<2,4^^ 
yfJ-amJne; 

4-(1-ethyl-propyl).6-methyl-3-rnethylsuHany|.1.(2,4,6-trlmethylphenyl)-lH- 
10 pyrazo!o[3,4-d]pyrimidine; 

2-[3,6^memyM-(2,4.6Mrirn*thy^^ 
butan-1-ol; 

l3 , .6^imelhyl-1-(2.4>trimethylphenyl)-1H-pyra2olo-[3,4-d)pyrimidin-4-yl]-{1- 
methylpropyl)am!ne; and 

4.(1-methoxymethylpropoxy)-3,6-dimethyl-1-(2,4,6-trimethylphenyl)-1H- 
pyrazok>[3,4-d]pyrimidine. 

The invention also relates to a pharmaceutical composition for the treatment of 
illnesses induced or facilitated by corticortropin releasing factor which comprises a 
compound of the formula I as defined above in an amount effective in the treatment of 
said illnesses, and a pharmaceutical^ acceptable carrier, and a pharmaceutical 
composition for the treatment of inflammatory disorders, such as arthritis, asthma and 
allergies; anxiety; depression; fatigue syndrome; headache; pain; cancer, irritable bowel 
syndrome, including Crohn's disease, spastic colon and irritable colon; immune 
dysfunction; human Immunodeflencyvirus (HIV) infections; neurodegenerative diseases 
25 such as Alzheimer's disease; gastrointestinal disease; eating disorders such as anorexia 
nervosa; hemorrhagic stress; drug and alcohol withdrawal symptoms; drug addiction; 
stress-induced psychotic episodes; and fertility problems, which comprises a 
compound of the formula I as defined above in an amount effective in the treatment of 
said disorders, and a pharmaceutically acceptable carrier. Preferred compositions of 
the invention are those containing preferred compounds of formula I as described 
above. 

The invention further relates to a method for the treatment of illnesses induced 
or vacilitated by corticotropin releasing factor by administering to a subject in need of 
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such treatment a compound of formula I as defined above in an amount effective in 
such treatment, and a method for the treatment of inflammatory disorders, such as 
arthritis, asthma and allergies; anxiety; depression; fatigue syndrome; headache; pain; 
cancer, irritable bowel syndrome, including Crohn's disease, spastic colon and irritable 
5 colon; immune dysfunction; human immunodeficiency virus (HIV) infections: 
neurodegenerative diseases such as Alzheimer's disease; gastrointestinal diseases; 
eating disorders such as anorexia nervosa; hemorrhagic stress; drug and alcohol 
withdrawal symptoms; drug addiction; stress-Induced psychotic episodes; and fertility 
of such treatment a compound of formula I as defined above in an amount effective in 
10 such treatment. Preferred methods of the invention are those administering a preferred 
compound of the formula I as described above. 

Although Rg includes cycloalkyl and bicycloalkyl containing oxygen atoms in the 
rings and hydroxy! and hydroxymethyl substituents on the rings, the compounds of 
formula I do not include sugar groups C^.O,.,, such as C^O, (ribofuranosyl) and 
1 5 C e H n O B (ribopyranosyl), which have more than two hydroxy groups directly or indirectly 
attached to the ring or .rings in the sugar group. 

Whenever reference is made to alkyl. this includes straight and branched chain 
alkyl, unless otherwise indicated. 

Whenever reference is made herein to 3-to 8-membered cycloakyl or 9- to 12- 
20 membered bicycloakyl containing one to three of O, S or N-Z, it is understood that the 
oxygen and sulfer ring atoms are not adjacent to each other. The three membered 
cycloalkyl has just one O, S or N-Z An example of a six-membered cycloalkyl having 
O and N is morpholinyl. 

Whenever R, or f\ is a heterocyclic group, the attachment of the group is 
25 through a carbon atom. 

Whenever reference is made herein to C,-C 4 alkyl or C,-C„ alkyl which "may 
contain one or two double or triple bonds' in the definitions of R,, Rj and R,, it is 
understood that at least two carbons are present in the alkyi for one double or triple 
bond, and at least four carbons for two double and triple bonds. 
30 Whenever an alkoxy group, e.g. in the definitions of R, and R,, may have a 

double or triple bond, rt is understood that such double or triple bond is not directly 
attached to the oxygen. 
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Th© compounds of formula I wherein A is NR,^, NHCR,R,R M , OCR,R 2 R„. 
SCR,R,R„ or NHNR,R„ and R, is hydrogen. C,-C e alkyi or chloro (hereafter R») may 
bo prepared by reaction of a compound of the formula 




II 



10 wherein D is CI, and R,, Rg and R, are as defined above with reference to 1 formula 1, 
with a compound of the formula AH wherein A is as defined immediately above. The 
reaction is carried out in a solvent in the presence of a base at a temperature of 
between about 0° to about 150°C. Suitable solvents are organic solvents such as 
acetonrtrile, dftnethylsuHoxide, acetone, C,-C, 5 alkyl alcohol, tetrahydrofuran, 
1 5 chloroform, benzene, xylene or tuluene, preferably acetonrtrile or dimethylsuHoxide. 
' When A is NR,Rj, NHNR,R a> or NHCR 1 R J R M , an excess of AH is used. Other 
bases such as potassium carbonate ortri-(C,-C e )alkyl amine may be used instead. The 
reaction Is carried out at a temperature of about 75° to 150°C. When the reaction is 
earned out in the presence of a base, such as sodium hydride or potassium C,-C 4 

20 alkpxide, a molar equivalent of the amine is used. When Ais OCR^R,, orSCR,R 3 R n , 
a base which is capable of deprotonation of AH may be used, such as an alkali metal 
hydride such as sodium or potassium hydride, or an organometallic base such as 
sodium dOsopropylamlde, sodium bls(trimethylsily)amide, lithium diisopropyiamide, 
lithium bis(trimethylsny)amide, sodium C,-C« alkoxyde or n-butylithlum. The solvent 

25 used is dry tetrahydrofuran, dimethyteurfoxide, methylene chloride, or tuluene, and the 
reaction temperature is between about -78°C and the reflux temperature of the reaction 
mixture, preferably 0°C to 80°C. 

The compounds of formula II wherein D is chloro may be prepared by reacting 
the corresponding 4-hydroxy compound of formula III (not shown) with a molar excess 

30 of phosphorus oxychloride or thionyl chloride at temperatures between about 60 to 
140°C, conveniently at the reflux temperature of the reaction mixture. When the 
reaction is earned out Jn a solvent, suitable solvents are halogenated alkanes, such as 
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15 



methylene chloride or chloroform. The reaction may be in the presence of a base such 
as N, N-diethyianiline, trimethyiamine or potassium carbonate. 

The compounds of the formula ID as defined above may be prepared by 
reaction of a compound of the formula 

H 2 N-C=0 




10 wherein R, and R, are as defined with reference to formula I, with a compound of the 
formula R,CNH 2 (V) wherein R 9 is as defined above. This reaction is conveniently 



O 



carried out in the absence of a solvent at temperatures between about 100°C to 
250°C. 

The compounds of formulae IV and V are either readily available or may be 
prepared by conventional methods. 

As depicted In Scheme 1, the compounds of formula I wherein Ft, is the groups 

20 other than R„ (hereafter R, e ) may be prepared by reacting a compound of the formula 
I wherein R, is chloro, having formula VIII in Scheme 1. with a nucleophile of the 
formula R )0 H with or without an organic or inorganic base. Suitable bases include 
sodium, sodium hydride, and alkali metal hydroxide such as potassium hydroxide, and 
weaker bases such as potassium carbonate or triethylamlne. The latter are generally 

25 used when R,^ is alkanol, C,-C fl alkanethiol, an amine, e.g. NH(C,-C 6 alkyl). or 
tetrahydrobutyl ammonium fluoride. Suitablesolventsaredimemylsulfoxlde.acetonitrile. 
C,-C 5 alkyl alcohol, tetrahydrofuran, benzene, toluene or methylene chloride. 
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IV 




VI 



VII 



10 





15 Vil1 IX 



The compound of formula IV as defined above is reacted with an excess of urea 
at reflux temperature to form a compound of the formula VI. The compound of formula 
VII » formed on reaction of a compound VI with phosphorus oxychloride or thionyl 
20 chlonde at temperatures between about 70»C to 140-C and conveniently the reflux 
temperature of the reaction mixture, in the optional presence of a base such as N N- 
diethylanifine. The compound of formula VIII is formed on reaction of compound VII 
with AH under the same reaction conditions as described above for the reaction of 
compound II with AH. 

25 The compounds of the formula I wherein A is CR,R,R, , or C^CR^R, ,)R 2 may 

be prepared, as depicted in Scheme 2 below, from corresponding compounds of the 
formula II wherein R, and R, are as defined above, and R, is R, as defined with 
reference to formula I by reaction with a compound of the formula CHR,R I4 R )5 wherein 
R, is as defined with reference to formula I, and R„ and R I5 are each independently 

30 COO(C,-C, aikyl), CO(C,-C, alkyl) or CN, to form the compound of formula IA. The 
reaction is carried out in the presence of a base such as sodium hydride, potassium 
C,-C 5 alkoxide. sodium or lithium bisftrimethylsilyl) amide, and sodium or lithium 
diisopropylamide. in a reaction inert soivent such as dimethylsulfoxide. acetonitrile C - 
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C B alkyl alcohol, or N-methy4)yrrolidone, preferably dimethylsulfoxlde. The reaction is 
preferably carried out at elevated temperatures of about 100°C to 180°C. 

Scheme 2 

R i« H 



II 




R kJLcOOR 



Rj4 and R 



15 



are C00CH, 
or C0OC z H 5 




IR 



IB 



The compounds of formula IB may be prepared by reaction of those 
compounds of formula IA wherein R, 4 and R 1S are each COOR wherein R is methyl or 
ethyl, by reaction with diisobutylaluminum hydride in a reaction inert solvent at 
15 temperatures of about -78«»C to 40°C, preferably about -20° to 25»C. Suitable 
solvents are toluene, benzene and tetrahydrofurane, preferably toluene. 

The compounds of formula IB may be converted into corresponding compounds 
of the formula 



20 



Rj^jLcOOR 



IC 



by reaction with a compound of the formula R,L wherein R, is as defined with reference 
25 to formula I, and L is a leaving group such as chloro, bromo. iodo. mesylate or tosylate. 
in the presence of a base and a reaction inert solvent at temperatures of about 0° to 
50°C, preferably room temperature. Suitable solvents include dimethylsurfoxide, C 2 -C 6 
alkyl alcohol, tetrahydrofuran, methylene chloride and dioxane. 
The compounds of the formulae 

30 
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R 2 



ID IE 



10 



may be prepared from the corresponding compounds of formula IC by reaction with 
Irthlum Iodide in a solvent such as dimethytformamide, dimethyl suboxide and dloxane 
at temperatures of about 50°C to 200-C, preferably about 100» to 150=0 The 
reaction to form compound IE Is in the presence of air. 

When R, in above formula IE is a group of the formu.a CHR jRl „ , hen the 
compounds of formula .E may be further converted to corresponding compounds o, 
the formula 



15 



IF 



using the same reaction conditions as used for the conversion of compounds IC to ID 
The compounds of formula I wherein A fe CR,R 2 R„ or C^RJR, may be 
prepared as shown in Scheme 3. 

The compounds of formula XIV may be prepared by reaction of the triaikoxy 
compound R,C(OR) s wherein R is C.-C, alky, and R 4 Is as defined with reference to 
formufe I with the compound of formula XIII, wherein R, and R„ may be replaced by 
-CR^, m the presence of acetic anhydride and In the optional presence of a solvent 
such as ethyl acetate, methylene chloride, chloroform, or toluene. The reaction is 
earned out at temperatures of about 30°C to 150-0, preferably 80*C to 120°C The 
compound of formula XV Is obtained by reacting ^ corresponding compound o, 
formula XTV with a hydrazine of the formula f\NHNH 2 , wherein R, is as defined with 
reference to formu.a ,. in a solvent such as a Cl -C, aiky. a, cohol or acetonftn , e at g 
temperature of about 60° to 120»C, preferably reflux temperature 
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Scheme 3 




XV1U XIX 



The compounds of formula I wherein A is CR,R,R„ may be obtained by reacting 
the corresponding compound of formula XV with RsCONH,, wherein R„ is hydrogen. 
C,-C„ alkyl or amino, in the presence of ammonium chloride by heating at reflux 
temperatures of about 240»C. Alternatively, the compound of formula XVI may be 
prepared from the corresponding compound of formula XV with R 9 C(OR) s wherein R 
is C,-C, alkyl using reaction conditions similar to those used for the preparation of 
compounds of the formula II from the compounds of formula III. as described above. 

The compounds of formula XV may be reacted with an excess of urea at reflux 
temperatures to form a compound of the formula XVII. Conversion of compounds XVII 



»• I 
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to XVIII end XIX may be effected by the same procedure as in Scheme 1 for the 
conversion of compounds VII to VIII and DC, respectively. 

The compounds of formula I wherein A is CF^fyt,,, C(=CR J R„)R„ 
CR J R n NHR 1 , CR^SR,, or C(0)R„ and R, is R, as defined above with reference to 
formula II, may be prepared as depicted in Scheme 4. 

Scheme 4 • 

» - R 'V p p. 

10 " i 



The compounds of formula XX. wherein R 4 , R,. and R, are as defined above, 
prepared by reacting the corresponding compound of formula II with potassium cyanide 
15 in dimethyisutfoxide. are reacted with a Grignard reagent containing group R, as 
defined above to form the compound of formulaXXI. Further reaction of the compound 
of formula VII with a Grignard reagent containing group R, as defined above provides 
the compound of formula IC. Corresponding compounds of formula ID wherein B is 
CR,R 2 R„ or C(=CR J R„)R 1 may be prepared by conventional methods. 
20 The compounds of formula I wherein group R,. R„ R„ R 4 or r, a 

sulfoxy or a sulfinyl group may be obtained by oxidation of the corresponding sulfur 
compound, as is known by the skilled person. 

When the compounds of the Invention contain one or more chiral centers, it is 
understood that the invention Includes the racemic mixture and the individual 
25 diastereomers and enantiomers of such compounds. 

The pharmaceutically acceptable acid addition salts are prepared in a 
conventional manner by treating a solution or suspension of the free base of formula 
I with one chemical equivalent of a pharmaceutically acceptable acid. Conventional 
concentration or crystallization techniques are employed in isolating the salts. 
30 Illustrative of suitable acids are acetic, lactic, succinic, maleic. tartaric, citric, gluconic, 
ascorbic, benzoic, cinnamic. furnanc, sulfuric, phosphoric, hydrochloric, hydrobromic 
hydroiodic. sulfamic, sulfonic adds such as methanesulfonic. benzene sulfonic, P - 
toluenesulforuc, and related adds. 
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The novel compound of the Invention of formula I may be administered alone 
or in combination with pharmaceutical!/ acceptable carriers, in either single or multiple, 
e.g. up to three, doses. Suitable pharmaceutical carriers include inert solid diluents or 
fillers, sterile aqueous solution and various organic solvents. The pharmaceutical 
5 compositions formed by combining the novel compounds of formula I and the 
pharmaceutical^ acceptable carriers are then readily administered In a variety of 
dosage forms such as tablets, powders, lozenges, syrups. Injectable solutions and the 
like. These pharmaceutical compositions can, if desired, contain additional ingredients 
such as flavorings, binders, exdpients and the Eke. Thus, for purposes of oral 
10 administration, tablets containing various exdpients such as sodium citrate, calcium 
carbonate and calcium phosphate may be employed along with various disintegrants 
such as starch, alginic add and certain complex silicates, together with binding agents 
such as polyvinylpyrrolidone, sucrose, gelatin and acacia. Additionally, lubricating 
agents such as magnesium stearate, sodium lauryl sulfate and talc are often useful for 
15 tabletting purposes. Solid compositions of a similar type may also be employed as 
fillers in soft and hard filled gelatin capsules. Preferred materials lor this include lactose 
or milk sugar and high molecular weight polyethylene glycols. When aqueous 
suspensions or elixirs are desired for oral administration, the essential active Ingredient 
therein may be combined with various sweetening or flavoring agents, coloring matter 
>0 or dyes and, if desired, emulsifying or suspending agents, together with diluents such 
as water, ethanol, propylene glycol, glycerin and combinations thereof. 

For parenteral administration, solutions of the novel compound of formula I in 
sesame or peanut oil. aqueous propylene glycol, or in sterile aqueous solution may be 
employed. Such aqueous solutions should be suitably buffered if necessary and the 
!5 liquid diluent first rendered isotonic with sufficient saline or glucose. These particular 
aqueous solutions are especially suitable for intravenous, intramuscular, subcutaneous 
and intraperitoneal administration. The sterile aqueous media employed are all readily 
available by standard techniques known to those skilled in the art. 

Additionally, ft is possible to administer the compounds of the present invention 
0 topically when treating inflammatory conditions of the skin and this may be done by 
way of creams, jellies, gels, pastes, and ointments, in accordance with standard 
pharmaceutical practice. 



WO 94/13677 



PCTAJS93A1333 



-17- 



The effective dosage for the compound of formula I depends on the Intended 
route of administration and other factors such as age and weight of the patient, as 
generally known to a physician. The dosage also depends on the illness to be treated. 
The daily dosage will generally range from about 0.1 to 50 mg/kg of the body weight 
5 of the patient to be treated. For treatment of Inflammatory diseases about 0.1 to about 
100 mg/kg will be needed, and for Alzheimer's disease, about 0.1 to about 50 mg/kg, 
as well as for gastrointestinal diseases, anorexia nervosa, hemorrhagic stress, drug and 
alcohol withdrawal symptoms, fertility problems, etc. 

The methods for testing the compounds of formula I for their CRF antagonist 
10 activity are as described in Endocrinology, 116, 1653-1659 (1985) and Peptides 10, 179- 
1 88 {1 989), which determine the binding affinity of a test compound to a CRF receptor. 
The binding affinity for the compounds of formula I, expressed as IC W values, generally 
ranges from about 0.2 nanomolar to about 10 micromolar. 

The following Examples illustrate the invention. The following abbreviations are 
15 used: Ph=phenyl, Me=methyl, t-Bu=t-butyl, Et=ethyl, Pr= propyl. 

Example 1 

3-f (4-methvlbenzvlwr6-m ethvl-3-methv»sulfanvl.1 -( g .4.6-trlchloro P henvn-1 H- 
Pvrazolof3.4-d)py rimidin-4-vn-amlno>-proDanol 

A mixture of 4-chloro-3-methylsuffanyl-6-methyl-1-(2,4,6-trichlorophenyl)-1H- 
20 pyrazolo[3,4-d]pyrimidine (788 mg, 2 mmol) and 3-(p^ethylbenzyl)amino-1 -propanol 
(716 mg, 4 mmol) in 10 ml of acetonitrile was heated at reflux for 4 hours. The mixture 
was cooled, quenched with water and dilute hydrogen chloride and extracted with ethyl 
acetate. The organic layer was washed with aqueous sodium bicarbonate and brine, 
separated, dried and concentrated to give 953 mg of the title compound as an off-white 
25 glass form. The material was purified through silica gel column chromatography using 
chloroform as eluent to give the title compound as a white glass form. 'H NMR 
(CDCI 3 ): 1 .79 (m. 2H). 2.38 (s. 3H), 2.52 (s, 3H), £54 (s, 3H) ( 3.56 (t, 2H), 3.86 (t, 2H). 
5.12 (s, 2H), 7.20 (s, 4H). 7.51 (S.2H) ppm. »C NMR (CDC» 3 ): 16.20, 21.13, 25.53] 
29.64, 43.51, 53.88, 58.24, 127.78, 128.77, 129.33, 133.51, 136.18. 137.41. 142.9s] 
30 159.13. 164.89 ppm. IR(KBr): 3350. 2935, 1540 cm '. Anal. calc. for C^H^OSCI,: 
C. 53.69; H. 4.50; N. 13.04; found: C. 53.33. H. 4.44, N, 12.84. 
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Examt>le2 

Thefollowing compounds wereprepared starting with the appropriate amlneand 

and employing the procedure of Example 1. 

Table 1 




CI 



20 







'H NMR (CDCIJ ppm 




PhCH 2 N(CH 2 ) 2 OH 


2.48(s,3H). 2.52(s,3H), 3.7-3.9(m,4H), 
5.14{s,2H), 7.2-7.4(m.5H). 7.48(s,2H) 


25 


PhCH 3 N(Cry,OH 


1.80(m,2H). 2.52{s,3H), 2.54(s,3H), 
3.56(1,2^. 3.88(t,2H), 5.17(s,2H), 7.30- 
7.40(m,5H),7.51(s,2H) 




PhfCH^NfCHJjOH 


1.90{,2H), 2.49(s,3H), 2.63(s.3H), 
3.07(m.2H). 3.57(t,2H), 3.92(t,2H), 
4.12(t^H), 4.4(brs,1H). 7.2-7.5(m,5H), 
7.51 (s,2H) 


30 


p-CI-PhCH 2 N{CH 2 ),OH 


1.82(m,2H), 2.52{s,3H), 2.55(s,3H). 
3.57(q,2H). 3.86(t,2H). 5.12(s.2H), 7.2- 
7.4(m,4H), 7.51 (s.2H) 




p-O a N-PhCH,N(CH 2 ) 3 OH 


1.88(m,2H). 2.50(s.3H), 2.53(s,3H). 
3,61 (t,2H), 3.89(t^H). 5.23(s,2H), 7.45- 
7.55(m,2H). 7.50(s,2H), 8.24(d,2H) 



35 
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NR,R 2 


'H NMR (CDCI 3 ) ppm 


5 


p-MeO-PhCHjNfCHJjOH 


1.71{m^H), 2.49(S,3H). 2.52(s,3H), 
3.5(t,2H), 3.80(s,3H), 3.82(t.2H), 
5.05(s,2H), 6.88(d,2H), 7.20(d,2H), 
7.5(s,2H) 




p-F 3 C-PhCH 2 N(CH 2 ),OH 


1.82(m,2H), 2.5(s.3H), 2.52(s,3H), 
3.55(111,21^, 3.85(t,2H), 5.15(s,2H). 
7.4(d.2H). 7.5(s,2H), 7.6(d,2H) 


10 


p-a-PhCH a N(CHj) 4 OH 


1.45-1.70(m.2H). 1.70-1.90(m,2H), 
2.49(s,3H), 2.59(s,3H), 3.62- 
3.75(m,4H). 5.04(s,2H), 7.2-7.4(m,4H), 
7.50(s,2H) 


15 


p-t-Bu-PhCHjNfCHJjOH 


1.34(s,9H). 1.75-1 .85(m.2H). 
2.51 (s,3H). 2.55(s,3H), 3.50-3.51 (m, 
2H). 3.86{t,2H), 5.14( S( 2H), 7.15- 
7.45(m,4H),7.51(s, 2H) 




o-Me-PhCH 2 N(CH 2 ) 3 OH ". • 


1.8(m,2H). 2.2(s,3H), 2.45{s,3H), 
2.55(s,3H), 3.6(t;2H), 3.95(t,2H), 
5.1(s,2H), 7.1-7.3(m,4H), 7.45(s,2H) 


20 


2,5-dl-Me-PhCH 2 N(CH 2 ) 3 0H 


1.75(m,2H), 2.20(s.3H), 255{s.3H), 
2.45(s,3H). 2.50(s.3H), 3.52(t,2H), 
3.90(t,2H). 5.04(s.2H), 6.90(s,1H), 6.92- 
7.10(m,2H), 7.45(s,2H) j 




2,4,B-tri-Me- 
PhCHjNfCH^OH 


1.59(m,2H), 2.2(s,6H), 2.28(s,3H), 
2.50(s,3H). 2.60{s,3H). 3.48{t,2H), 
3.68(t.2H), 4.4(brs, 1H), 5.1(s,2H), 
6.82(s,2H), 7.50(s,2H) 


25 


o-F-PhCH 2 N(CH 2 ) 3 OH 


1.82(m,2H), 2.45(s,3H), 2.46(s,3H), 
3.56(t.2H), 3.88(t^H), 5.20(s,2H), 7.0- 
7.3(m,4H), 7.47(s,2H) 




p-Et-PhCH 2 N(CH 2 ),OH 


1.23(t,3H), 1.7-1.85(m,2H), 2.48(s,3H), 
2.51 (s.3H). 2.64(q,2H), 3.6-3.6(m,2H). 
3.8^.95(m,2H), 5.1(s.2H), 7.1- 
7.3(m,4H), 7.48(s,2H) 


30 


p-F-PhCH 2 N(CHJ 3 OH 


1.8(m,2H), 2.50(s,3H), 2.58(s,3H), 
3.6(t,2H). 3.88(t.3H), 5.1(s,2H), 7.0- 
7.3(m,4H), 7.5(S,2H) 


35 | 


2-thienyt-CH 2 N(CH 2 ),OH 


1.9(m,2H), 2.55(s,3H). 2.60(s,3H), 
3.6(t,2H), 3.93(t,2H). 5.25(s,2H), 
7.0(dd,1H), 7.05(m,1H), 7.28(dd,1H), 
7.48(s,2H) 
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'H NMR (CDCy ppm 


5 


2-thienyHW 2 ) l N(CH I ),OH 


1.95{m,2H). 2.50(s,3H), 2.65(s,3H), 
3.35(m,2H), 3.62(t£H), 4.0{t,2H), 
4.15{m,2H). 6.9(m,2H) t 7.15(d.1H), 

7 K/«s 91-11 


10 


Ph(CHj) 2 NCH,CH(OEt)j 


1.1-1.3(m,6H), 2-47{s,3H), 2.63(s,3H), 
o.uofi^n;, N3.&-o.oo(m,2rl), 3.65- 
3.82(m,2H), 3.89(d,2H), 4.22(t,2H), 
4.82(t,1H), 7.1-7.4(m.5H), 7.50(s,2H) 






2.05(m,2H) t 2.49(s,3H). 2.54(s,3H). 
3.65(t,2H), 3.99(t,2H), 5.52(s.2H). 
7.51 (s,2H), 7.52-7.9(m,4H), 8.21 (t.2H) 


15 




1.58(m,2H), 2.54(s.3H), 2.67(s,3H), 
3.52{t,2H), 3.B4(t,2H), 5.40(s,2H), 7.2- 
7.4(m,3H), 7.52(s,2H) 


♦ h la*»oK/4ir\\ ft 

u 1 1 azoHui nyi 


2.55(s,3H), 2.65(s,3H), 3.15(t,2H), 
4.25p.2H), 5.0(s.2H), 7.5(s.2H} 




p-CI-PhCHjNfCHJjCOOEt 


1^2(I,3H), 2.50(s,3H), 2.58(s.3H). 
2.76(t,2H). 3.96(t,2H), 4.10(q,2H), 
5.08{s,2H), 7.2-7.4(m,4H), 7.51 (s,2H) 


20 


1-pyrrofidinyl- 
(CH^NtCHJ^H 


1.7(m.4H), 2.0(m2H), 2.45(s,3H), 
2.62(s,3H), 2.65(m.4H). 2.95(t,2H), 
3.6(t,2H), 4.0(m,4H), 7.48(s,2H) 




p-MePhCH,N(CH,) 3 SMe 


2.0(m,2H), 2.1(s,3H), 2.35(s.3H). 
2.5fs,3H). 2.6(s.3H) 3 75fm 2H> 
5.05(s.2H), 7.1 8(q, 4H), 7.5(s,2H) 


25 


OL „ , // V 


2.54(s,3H). 2.64(s,3H). 4.05(m.2H). 4.2- 
43(m.4H), 7.05-7.25(m,5H), 7.50(s,2H) 


30 


H 

PhCH^ 

HO N- — 


2.47(s,3H), 2.68(s.3H), 3.55(s,2H). 3.5- 
3.65(m.2H), 3.8(m.2H), 6.15(brs. 1H), 
6.30(brs, 1H), 7.15-7.32(m,5H), 
7.5(s,2H) 




3-qulnolInyK 
CH 2 NCHjN(CH 2 ) 3 OH 


1.85(m.2H), 2.50(s,3H). 2.52(s.3H). 
3.60(t,2H), 3.89(t.2H). 5.13(s,2H), 
7.25(d,2H), 7.50(s,2H), 8.59(d,2H) 



35 
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NR,R, 


'H NMR (CDCIj) ppm 


5 


I 2-quinoUnyl-CH,N(CH 2 )30H 


1.88(m,2H), 2.50(s,3H), 2.51(s,3H), 
3.6O0.2H), 3.95(t,2H), 5.27(s,2H), 
i^o\fn,ici), f.i3£\Q,in), /.oO(s,ZH), 
7.700,1H).8.62(d,1H) 




I MeCON(CH a ),OH 


2.1(s,3H), 2.5<s f 3H), 2.68(s.3H) f 
o.^q^n;, 4.o5(t,2M), 6.l5{t,iH) ( 7.47 
(s,2H) 


10 


imidazolyl 


2.68(s.3H), 2.75(s,3H). 7.33(s.1H>. 
7.57(s,2H), 7.92(s,1H), 8.69(s,1H) 




2-pyridyl-CH a N(CH 2 )30Me 


2.0-2.1 (m^H), 2.45(s,3H), 2.56(s,3H), 
3.25(s.3H), 3.44(I,2H), 3.90{t^H), 
5.2(s,2H), 7.18(m,1H), 7.30(m,1 H), 
7.50(s,2H), 7.64(t,2H), 8.58(m,1 H) 


15 


2-furanyt-CHj-N(CH 2 ) a -SH 


2.48(s.3H), 2.62(S,3H). 2.80(m,2H), 
3.90(t.2H), 5.03(s,2H), 6.32(s,2H). 
7.36(s.1H), 7.47(s.2H) 


20 


3-pyridyl-CH 3 N(CH a ) s OH 


1.85(m£H), 2.49fs 3H) 2 53fs3H) 
3.59(l,2H), 3.86^2^. 5.13(s,2H), 7.3- 
7.4(m,1H), 7.48(s,2H), 7.71(m,1H), 
8.55-8.62<m,2H) 


2-{4-chIorothlenyt)- 
(CH^NtCH^OH 


1.90(m.2H). 2 54/s 3hh 2G?fs7Hl 
3.63(t.2H). 3.90(t,2H), 5.07(s,2H), 
6.76(d,1H), 6.84(d,1H), 7.49(s,2H) 


25 


4-(1 -benzylpiperidlnyl)- 
CH,N(CH a )30H 


1.3-1.5(m,2H), 1.5-1.75(m,2H), 1.75- 
2.1 fm.5H). 2.42(s 3H> 2 62fs 31-n ? ft- 
3.0(m,2H), 3.5(s,2H), 3.55(t,2H), 
3.80(d,2H), 3.89(t,2H). 7.2-7.4{m,5H). 
7.48(s,2H) 




2-benzofuranyJ- 
CH 2 N(CH,) 3 OH 


1.87(m.2H), 2.54(s,3H), 2.59(s,3H). 
3.62(t,2H), 4.01 (t,2H), 5.31 (s,2H), 
6.70(s,1H), 7.2-7.4(m.2H). 7.52(s,2H). 
7.4-7.6(m.2H) 


30 


2-funanyl-CHjN(CH 2 ),OH 


1.77(m,2H), 2.50{s,3H), 2.61 (s.3H), 
3.55{t,2H), 3.90(t.2H), 4.51(bre.1H), 
5.13(s,2H). 6.36(m,2H), 7.41 (m.1H), 
7.50(s,2H) 




2-furanyl-NH 


2.55(s,3H). 2.67(s,3H), 4.88(d.2H), 
6.19(t,1H), 6.37(m.2H), 7.42(d,1H), 
7.51 (S.2H) 
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NR,R, 


'H NMR (CDCI S ) ppm 


5 


2-benzofuranyi- 
CHjNfCHJjOH 


2^7(s,3H), Z61(s,3H), 3.86(t,2H), 
4.01(t,2H), 5.32(s,2H), 6.77(s,1H), 7.2- 
7.4{m,2H) l 7.52/S.2H). 7 45-7 BO/m^l-n 




I P^I-PhCHjNfCH^OH 


2.5(s,3H), 2.55(s,3H), 3.8(s,4H). 
5.1 (s,2H), 7.2-7.4(m,4H). 7.5(s,2H) 


10 


2-benzothIenyt- 
CH 2 N(CHJ,OH 


1.90(m,2H), 2.50(s.3H). 2.58(s,3H), 
3.6(t,2H), 3.95(t,2H), 5.3(s,2H), 7.2- 
7.4{m.3H), 7.5fs,2H), 7.7-7.85(m,2H) 




S-qulnolinyl-CHjNtCHJjOH 


1.87(m.2H). 2.49(s,3H), 2.51(s.3H). 
3.60(t,2H), 3.92(t£H), 5.30(s,2H), 
7.49(s,2H), 7.57(m,1H), 7.73(m,1H), 
j.onm.in;, o.ua(a,i H), 8.14(d,1H), 
8.93(d.1H) 


15 


HN(CH,) 3 OH 


i.eo(m,<iii;, ^.&U(s,3H), 2.68(s,3H), 
3.65(t.2H), 3.85(q,2H), 6.15(brs,1H), 
7.50(s,2H) 




PhCHjN-n-Pr 


0.9(t.3H), 1.75(m.2H), 2.48(s.3H), 

P gA/e *3 7Q/f 9UV C -I /— 01_l\ -r *ir- 

^.ouis.onj, «3./yji,^,i}, 5. i(s,2n), 7.25- 
7.4(m,5H). 7.50(s,2H) 


20 


p^-PhCHjNfCHJjCOOH 


2.49(s,3H), 2.54(s,3H), 2.72(t,2H), 
3.88(t.2H). 5 07fe 2H1 7 1-7 t(m dHi 
7.50(s,2H) 




2-tetrahydropyranyl- 
CH,N(CH,) 3 OH 


1.2-2.0(m,8H), 2.5(s,3H), 2.6(s.3H). 
3.2-4 2(m 9ifl 7 5fe 2W 


25 


ftwnethylben2yl)-(2- 
furanylmethyOamino 


2.28(S,3H). 2.44(s,3H). 2.50(s,3H), 
4.82<s.2H). 4.90(s,2H). 6.16(m.1H), 
6.24(m,1H). 7.0-7.2(m,4H), 7.28(m,1H). 
7.40(s,2H) 




2-thiazolyl-CH I N(CH 2 ) 3 OH 


2.00(m,2H), 2.53(s,3H). 2.68(s,3H), 
3.63(t,2H), 3.97(t.2H), 5.36(s.2H), 
7.32{d,1H), 7.4B(s,2H). 7.50(d,1H) 


30 


2-benzothiazolyl- 
CH,N(CH 2 ) 3 OH 


2.6(s,3H). 3.67(t,2H), 4.05(t,2H), 
5.5(s.2H), 7.35-7.55(m,2H), 7.5(s,2H). 
7.85(d.1H), 8.05(d.1H) 




p-Me-PhCH 2 N(CH 2 ) 3 NH 2 


1.7(brs.2H), 1.8(m,2H), 2.3(s,3H), 
2.44(s,3H), 2.52(s,3H). 2.68(m,2H). 
3.71(t,2H). 5.0(s,2H), 7.05-7.18(m,4H), 
7.44(s,2H) 



35 



WO 94/13677 



PCT/US93/11333 



-23- 



1 NRiRj • 


'H NMR (CDCy ppm 


1 p-HjN-PhCHjNtCHJjOH 


1.73(m,2H), 2.50(s,3H), 2.55(s,3H), 
355(t,2H), 3.82ft.2H) 5 0fe.2m 
6.7(d,2H), 7.05(d,2H), 7.48(s,2H) 


3-benzothlenyJ- 
CH^CH^OH 


1.8(m,2H}. 2.48(s.3H). 2.52(s,3H), 
3.55(t,2H), 3.97ft2H) 5 35fs 2hfl 
7.28(s,1H), 7.35-7.45{m.2H). 
7.55(111.18), 7.B8(m.1H> f 


p-Me- 

PhCHjNCHjCHfOHJCHjOH 


2.37<s.3Hl. 2 51fs3hn 2S5/«5^Hl i /i. 
3.6(m,3H), 3.7-4.0(m,2H). 
5.17(ABq,2H), 7.20(s,4H), 7.51 (s,2H) 


1 NEt, 

1 2 


i .oo\i,<»n;, ^.ao(s,JM), 2.65is,3H), 
3.82(q,4H), 7.49(s,2H) 


PhCH 2 N(CH 2 ) 3 F 


*.ihi.<J(m,ZH), 2.46(s,3H), 2.56(s,3H), 
3.78(m,2H), 4.50(dt, J=45 & 6 Hz), 
5.08(s,2H), 7.23(s,5H). 7.46(s,2H) 


1 PhCHjNtCHJja 


2.1-2.2(m,2H), 2.47(s,3H), 2.57(s.3H), 
3.57(t.2H), 3.80(t,2H), 5.08{s,2H), 7.2- 
7.4(m,5H), 7.48(s,2H) 


1 n-BuN(CH,) 2 0H 


0.96(t,3H), 1.35-1.50(m.2H). 1.7- 
1.8(m,2H), 2.45(s,3H), 2.64{s.3H), 3.80- 
3.97(m.6H), 5.71 (s, 1H), 7.48(s,2H) 


1 EtN(CH,),OH 


1.43(t,3H), 2.47(s,3H). 2.66(s,3H). 3.90- 
4.0(m,6H), 5.78(s,1H), 7.50(s,2H) 


1 NMe 2 


<J.4S(s,3H), 2.64(s,3H), 3.38(s,6H), 
7.49(s,2H) 


1 N(r>-Bu) 2 


0.97(t.6H), 1.3-1.5(m,4H), 1.65- 
1.82(111,48), 2.46(s,3H), 2.64(s,3H), 
3.73(t,4H), 7.49(s,2H) 


CH 3 (CHJ 4 N(CH 2 ) 2 0H 


0.90(t,3H), 1.3-1.42(m,4H), 1.68- 
1.82(m,2H), 2.42{s,3H), 2.61 (s,3H). 
3.70-3.95(m,6H), 7.46(s,2H) 


I CH,(CHJ 4 NCH 2 CH 3 


0.95(t,3H). 1.30(t,3H), 2.43(s,3H). 
2.61 (s,3H), 3.68(UH), 3.76(q,2H), 
7.46(s.2H) 


i 2-pyrrolyl-CH 2 N(CH 2 ) 3 OH 


1.86(m,2H). 2.53(s,3H), 2.62(s.3H), 
3.56(m,2H), 3.84(t,2H), 4.88( S> 2H), 
6.14(m,1H), 6.20(m,2H). 6.76(m,1H), 
7.48(s,2H), 9.22(brs,1H) 
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'H NMR (CDCI,) ppm 


5 


HOfCHJjCHjNfCHJjOH 


1.98(m,2H). 2.44<s.3H), 2.65(s,3H), 
3.67(t£H), 3.84-4.02(m,6H), 7.48(s,2H) 




HOfCHJ^CHJpH 


2.44(s,3H), 2.64(s,3H), 3.94.1 (m,8H), 
7.47(s,2H) 


10 


ROfCH^NfCH^OEt 


1.18{t,BH), 2.44( S> 3H), 2.66(s,3H), 
3.51 (q,4H), 3.74(t,4H), 4.09(t,4H), 
7.47(s,2H) 


EtOC0(CHj),NEt 


1.26(t,2H), 1.37(t,3H). 2.47(s,3H), 
2.64/S.3H) 2 80ft PHI (17/n ou\ 
4.01(t,2H}, 4.18(q,2H). 7.50(s,2H) 


15 


n-BuN-{CHJ 3 OH 


1 .03ft 3H1 1 4.1 Rfm OU\ 1 T 

2.0(m.4H), 2.47(s,3H), 2.66(s.3H), 3.5- 
3.65(m,2H), 3.81(dd,2H), 3.95(t,2H). 
4.78(brs.1H.OH). 7.50(s.2H) 




n-BuNMe 


0.96ft 3H) 1 HMm 9H\ 1 co/ m out 

»».s»uji,ori;, i.oojm.^nj, i.oSim^ni, 
2.45(s,3H). 2.62(s,3H), 3.36(s,3H), 
3.77(t,2H), 7.47(s,2H) 




EtN(CH,) a COOH 


2.83(t,2H), 3.8(M.00(m,4H), 7.48(s.2H) 


20 


n-BuN(CH,) 4 0H 


0.94(t,3H), 1.37(m.2H), 1.54- 
1.80(m,6H), 2.44(s,3H), 2.61 (s,3H) 




p-MU-KnUM 2 N(CHJ a OH 


1.7-1.9{m.2H). 2.51 (s,3H), 2.56(s,3H), 
3.57(t,2H), 3.86{t,2H). 4.75(brs,1H). 
5.08(s,2H). 5.95fbrs 1H) r bkm m-m 
7.1fHd,2H), 7.46(s,2H) 


25 


H a NCO(CH 2 ) 2 NEt 


1.32(t,3H), 2.41 (s,3H), 2.59(s.3H), 
2.64(t,2H), 3.83(q.2H), 3.96(t,2H), 
5.10(brs,1H), 6.40{brs,1H), 7.45(s,2H) 


30. - 


EtNHCO(CHj) 2 NEt 


1.14(t.3H). 1.37H.3H). 2.47(s,3H), 
2.60(t,2H). 2.65(5,3"), 3.30(q,2H), 
3.89(q,2H), 4.02(t,2H), 6.05{brs.1H). 
7.50(s,2H) 




Pr-N-Pr 


0.98(t.6H). 1.76(m.4H), 2.46(s,3H), 
2.64(s,3H), 3.71(dd,4H), 7.49(s,2H) 


35 


cyclopropyJ-CH 2 N-Pr 


5.31 (m.2H), 0.61 (m.2H), 1.01 (t.3H), 
l.10-1.30(m.1H), 1.70-1.90(m,2H), 
2.47(s,3H), 2.65(s,3H), 3.67(d,2H). 
i.84(dd,2H), 7.49(s,2H) 
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NR,Rj 


'H NMR (CDCIj) ppm • 


5 


EtCHfCHJCH^CCHJjOH 


0.92{t,6H), 1.10-1.30(m,2H), 1.40- 
1.55(m,2H), 1.75-1^5(01,2^, 
2.48(s,3H). 2.6JHS.3H), 3.88(dd^H), 
3.85-3.95{m,4H). 5 50fbrs 1H1 
7.51 (s,2H) 


10 


CH,CON-Bu 


O.880.3H). 1.32(m,2H), 1.56<s,3H), 

1 .62(lT\2H\ 9 OBffi 3l-h 9 RdrV oun 

2.72(s,3H). 3.93(t£H), 7.53(s,2H) 




MeOtCHJjNtCHJjOMe 


2.46(s,3H), 2.64(s.3H), 3.39(s,6H), 
o./oti,«»nj, d.i^{i,4nj, 7.52(S,2n) 


15 


cyclopropyJ-CH 2 -N- 
(CHJ 2 OH 


0.31(q,2H). 0.71{q,2H), 1.10- 
1.30(m,1H), 2.48(s.3H), 2.66(s,3H), 
o./o(a,<JM), 3.90-4.1 0{m,4H), 
7.51 (s,2H) 




Me 2 N(CH 2 ) J NEt 


1.38(t,3H), 2.35(s,6H), 2.46(s,3H). 
2.64(s,3H), 2.50-2.70(m,2H). 3.80- 
3.95(m,4H), 7.51(s,2H) 


20 


CH 2 =C(CH 3 )CH 2 NEt 


1.28(t.3H), 1.78(s,3H), 2.47(s,3H). 
2.63(s,3H), 3.79{q,2H). 4.41 (s,2H), 
4.94(dd.2H), 7.49(s,2H) 




CH 2 =CHCH 2 NCH 2 CH=CH 2 


2.48(s,3H), 2.64(s,3H), 
4.38(d,4H),5.25(dd,2H). 5.30(s. 1 H), 
5.90-6.10(m,2H), 7.50{s,2H) 




CH=CH 2 NCH 2 C=CH 


2.32(t,2H), 2.52(S,3H), 2.65(s,3H), 
4.67{d,4H), 7.48{s,2H) 



Example 3 

The following compounds were prepared starting with the appropriate amine and 

4-chloro-3-methylsulfanyl-1-(2,4-dichloro-6-trifluoromethylphenyl).1H-pyrazolo[3.4- 
djpyrimldine and employing the procedure of Example 1. 
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Table 2 



10 



NR l R 2 




NR,Rj 


'H NMR (CDCy ppm 


m-Me-PhCHjNH 


2.36(s,3H), 2.65(s,3H), 4.82(d,2H), 
6.20(t,1H), 7.06-7.30(m,4H), 7.73(s,2H), 
8.38(s,1H) 


pyrrolidinyl 


2.05(m,4H), 2.65(s,3H), 3.95(m.4H), 
7.75(s,2H),8.30(s,1H) 


pyrrotyl 


2.65{s,3H), 6.50(m,2H). 7.72(m,2H), 
7.80(s,2H), 8.75(s,1H) 


thiazolidinyl 


2.66(S,3H), 3.16(t,2H), 4.25{t,2H), 
7.75(s,2H). 8.3S(s,1H) 


PhCH 2 NEt 


1.29{t,3H), 2.60(s,3H), 3.80(q,2H), 
5.09(s.2H). 7.2-7.4(m,5H), 7.75(s.2H), 
8.33(s,1H) 


thiomorpholinyl 


2.65(s,3H),, 2.85-2.95(m,4H), 4.1- 
4.25(m,4H), 7.75(s,2H), 8.35(s,1H) 


PhCHjNtCH^OH 


2.55(s,3H), 3.8-3.95(m,4H), 5.40(s,2H). 
7.30-7.45(m,5H), 7.75(s,2H). 8.32(s,lH) 


NElj 


1.3B(t.6H). 2.67(s,3H). 3.85(q,4H), 
7.76(s,2H). 8.31 (s,1H) 


PhCHjNMe 


2.62(s,3H), 3.35(s,3H), 5.08(s,2H), 7.3- 
7.4(m,5H), 7.75(s,2H), 8.35(s.1H) 


EtN(CH,),OH 


1.45(t,3H), 2.69(S,3H), 3.9-4.05(m,6H), 
7.77(s.2H), 8.27(s.1H) 



15 
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NR,R 2 


'H NMR (CDCy ppm 


EtjKKCH^jNtCH^QH 


1.03{t.6H), 2.58(q,4H), 2.66(s,3H), 2.9- 
3.0(m.2H). 3^45(m,6H), 7.76(s,2H), 
8.31(s,1H) 


HOfCHJjNtCH^OH 


2.68(S,3H), 3.9S4.15(m,8H), 
7.77(s,2H). 8.27(s,1H) 


n-BuN(CHJ 2 OH 


0.98{l.3H). 1.37-1.52{m.2H), 1.7- 
1.9(m,2H), 2.68(s,3H), 3.8-4.0(m^H), 
3.91(s,4H). 7.77(s,2H), 8.28(s,1H) 


p-CI-PhCHjNCCH^OH 


2.60(s,3H), 3.90(s,4H), 5.19(s,2H), 
7.25-7.45(m,4H), 7.78{s,2H), 8.35(s,1H) 


PhCH J N(CH 2 ) 3 OH 


1.8-1.9(m,2H), 2.58(s.3H), 3.61 (t,2H), 
3.89(t,2H), 5.19{s,2H), 7.25-7.50(m,5H), 
7.78(s^H). 8.36(s,1H) 


p-O-PhCHjNH 


2.71 (s.3H). 4.87(d,2H), 627(t,1H), 
7.37/S.4H), 7.77(s.2H), 8.42(s 1H) 


p-CI-PhCHjNtCHJjCH, 


0.95(t,3H). 1.65-1.85(m,2H), 2.65(s,3H), 
3.69(dd,2H), 5.06(s.2H), 7.2-7.4(m.4H), 
7.77fe2H), 8.35(8,11^ 


^CI-PhCHjNtCH^CHj 


0.93(t,3H), 1.20-1.45(m,4H), 1.6- 
1.8(m,2H), 2.64(s,3H). 3.72(dd,2H), 
5.06(s,2H), 7.2-7.4(m,4H). 7.77(s.2H), 
8.35(s,1H) 


n>CI-PhCH 2 N(CH ? ) s OH 


1.8-1.95(m,2H). 2.57(s,3H), 
3.60(m,2H), 3.9{t,2H), 5.12(s,2H). 7.15- 
7.35(m.4H), 7.75(s,2H), 8.35(s,1H) 



Example 4 

The following compounds were prepared starting with the appropriate amine and 
4-ch!oro-3-methylsuifanyM -(2,4,&4rlcrilorophenyl)-1 H-pyrazolol3.4-d]pyrimidine and 
employing the procedure of Example 1. 
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Table3 
NRjRg 

I SMe 

V 

CI 



15 




'H NMR (CDCy ppm 




PhCHjNfCH^OH 


2.59(s,3H), 3.7-4.0(m,4H), 5.23(s,2H). 
7.3-T.45(m,5H). 7.53(s.2H), 8.34(s.1H) 


20 


PhCH,N(CHJ 3 OH 


1.75-1 .90(m,2H). 2.57(s.3H), 3.57(t.2H). 
3.87(t.2H), 5.18(S,2H), 7.25-7.45(m,5H), 
7.52{s,2H), B.34(s,1H) 




p-CI-PhCH^tCHJjOH 


2.57{s,3H), 3.86(s.4H), 4.35(brs,1H), 
5.16(S,2H), 7.2-7.4(m,4H), 7.51 (s,2H). 
8.32(s,1H) 


25 


p-CJ-PhCH,N(CH 2 ) 3 OH 


1.72-1 .88(m,2H), 2.52(s,3H), 3.54(t,2H). 
3.80(t.2H). 5.05(s,2H) 7.1-7.35(m,4H), 
7.45(s,2H),8.25(s,1H) 



Example 5 



The following compounds were prepared starting with the appropriate amine and 
the appropriate 4-chloro-1H-pyra2olo[3 I 4-d]pyrimidine and employing the procedure of 
Example 1. 

30 

3-fbenzvl- f6-ethvl-3-methvlsulfartvl-1.f2.4.6-trichlorophenvl)-1H-pvra2olol3.4- 
dlpvrirnidin-4-vll-arnino)-propanol : 

'H NMR (CDCI 3 ): 1.25(t,3H), 1.82(m,2H). 2.52(s,3H), 2.76(q,2H), 3.58(t,2H), 
3.87(t,2H), 5.15(s,2H), 7.25-7.4(m,5H), 7.50(s,2H)ppm. 
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5 3-((p-ch»orobenzvlM 6-methvl-3-methvlsulfanvl-1-f2^ 
trtfluoromethvtphenvn-1 H-Dvrazolor3.4-dlDvrimidirv4-yn-amino>-DroDanc>l: 

'H NMR (CDCy: 1.83{m,2H), 2.52(s,3H), 2.55(s,3H), 3.59{m,2H), 3.88(t,2H), 
4.36(t,1H), 5.12(s.2H), 7.2-7.4(m,4H), 7.75(s,2H)ppm. 

3-{benzvt-r&methvt-3- mdhvlsulfanvt-1 -<2.6-dichloro-4-trifluorDmethvlDhBnvn-l H- 
10 Pvrazotor3. 4-cflpvrimtdirv4-vn-am{no>-propano» : 

'H NMR (CDCIJ: 1.80(m,2H), 2.50(s,3H) ( 2.52(s.3H), 3.55{l.2H). 3.88(t,2H), 
5.15(s,2H), 7.25-7.45(m,5H), 7.75(s,2H)ppm. 

3-/benzvl-r6-fnethvt-3-methv(sutfanv<-1 -J2.4.6-irimethvlphenvlM H-ovrazolo f3 4- 
cflpvrimldfo-4-vn-amino)-oropanol : 

15 'HNMR(CDCI 3 ): 1.75-1.85(m,2H), 1.95(8,6^.2.33(3,3^,2.50(8,6^,3.51(1,2^, 

3.90(t,2H), 6.20(s,2H), 7.0(s,2H), 7.25-7.45(m.5H)ppm. 

M benzvK3.6-dimethyt-1 -(2 AoMrichtorophenvlH HH3vrBzolor3.4<flpvrimMin-4-vn- 
amlnoV-propanol : 

'H NMR (CDCIj): 1 .84-2.0(m,2H), 2.41 (s,3H) ; 2.51 (s.3H). 3.55(t.2H). 3.91 (t,2H), 
20 4.99(s,2H), 7.3-7,5(m,5H), 7.47(s,2H)ppm. 

3-f(4-methylpCTizv)ir6^e ^ 
dlpvrimMin-4-yll-aminol-prppanol : 

'H NMR (CDCy: 0.78(t,3H), 1.65-1 .90(m,4H), 2.38(s,3H), 2.54(s,3H). 
2.77(t,2H), 3.57{t,2H), 3.89(t,2H), 4.93(s,2H). 7.18(q,4H). 7.50(s,2H)ppm. 

25 3-ff4-methvlben2vn-r6- mathvl.1.f2.4,6-trlchlorophenvlV1H.t>vra2olor3.4- 
dlpvrimidin-4-vll-aminoV-propanol : 

'H NMR (CDCI,): 1.85(m,2H), 2.32{s,3H), 2.52(s,3H), 3.57(m.2H), 3.96(t.2H), 
4.92(s^H), 5.51 (bra, 1H), 7.1-7.2(m,4H), 7.50(s,2H)ppm. 

3-/(4-nwthvlbenzvl>-r6 ^ethvl-3-ethvl-1-(2.4.6-trichlorophenvlVW 
30 dlpyrimidin-4-vfl-aminoV-propanol : 

'H NMR (CDCIJ: 1.23(t,3H), 1.78(m,2H), 2.34(s,3H), 2.50(s,3H), 3.54(t,2H), 
3.85(t,2H), 4.90(s,2H), 7.15(q,4H). 7.48{s.2H)ppm. 

Mf4-methvlbenzvn-r3.6- dtmethvt-1-f2.4.6-trimethvlphenvn-1H-pyra2olpr3.4- 
dlpvrim:din-4-vl1-amtnol-prop anol: 

35 >H NMR (CDCl,): 1.82(m.2H). 1.90(s,6H), 2.3(s.3H), 2.35(s,3H), 2.41 (s,3H), 

2.55(s,3H), 3.55(t,2H). 3.93(t,2H). 4.95(s,2H), 6.94(s,2H), 7.18(q.4H)ppm. 
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3-fbenzvl-F6^tero-a-methvlsuHanY>-i-f2.4.6^chtoroDhenvl)-1H-Dvrazolof3.4- 
dlpyrimtdir>-4-vf|-amino>-propanol : 

'H NMR (CDCy: 1^5(m,2H), 2.64(s,3H), 3.62(t£H), 3.85(t,2H), 5.17(s,2H), 
7.25-7.4(m,5H), 7.50(s,2H)ppnn. 

5 3-(benzvl-f3-methvlsuHanv>-6-1rHluoromethvl-1-f2.4.6-lrtchlorophenvn-1H- 
pyrazolof3.4-dlPvrinriidin-4-vn-anr)ino>-propanol : 

'H NMR (CDCt 3 ): 1.9B(m,2H), 2.1 1(1,1 H), 2.60(s,3H), 3.68{q,2H), 3.93(t,2H), 
5.22(s,2H), 7.2-7.4(m,5H), 7.55(s.2H)ppm. 
MbenzvM3-methvtsulfanv M-rg^^^ 
10 aminol-propanol : 

'H NMR (CDCIj): 2.60(8,3^,3.8-4.0^.41^.5.25(8,2^,7^5-7.70^.10^.7.9- 
8.05(m,2H). 8.30(s,1H) ppm. 

2-f butvH6-methv1-3-methv1sulf anvt-1 W2.4-dichtero-6-trffluoromethv»phenvl)-1 H- 
Pvrazotof3.4-d1pvrimidir>4-vn-amino>-ethanol : 
15 'H NMR (CDCI,): 1.0(t,3H). 1.45(m,2H), 1.77(m,2H), 3.8-4.0(m,6H). 

5.62(brs,1H), 7.72(s,2H)ppm. 

ethvl-butvM6-chloro-3-meftvtsu»anvl-1 (2.4.6-trichlorophenvM H-pvrazolof3.4- 
d1pyrimidirv4-vfl-amine : 

'H NMR (CDCI,): 0.97(t,3H), 1.34(t.3H), 1.44(m,2H), 1.72(m,2H), 2.63(s.3H). 
20 3.73(dd,2H), 3.83(q,2H), 7.47(s.2H)ppm. 

butv»-f3.6- dimBthvl-1-(2.4.6-tfimemvlphenvlV1H-pvra20lor3.4^lpvrimidin-4-vll- 
ethvt-amine 

'HNMR(CDCy:0.96(t,3H), 1 .29(t,3H), 1 .3-1 .45(m,2H), 1 .6-1.8(m.2H), 1 .90(s,6H). 
2.29(s,3H). a42(s,3H), 2.65(s,3H), 3.70(dd,2H). 3.77(q,2H), 6.92(s,2H) ppm. 

25 sec-buty|-r3.6-dimethvt-1-(2.4.6-trimethvlphenvl>-1H-pvrazolofpvrazolof3.4.- 
dlpvrimldin-4-vnamlnQ 

'H NMR (CDCI 3 ):1.00(t,3H), 1.3(d.3H), 1.6-1.72(m,2H), 1.90(2 sets of s,6H). 
2.30(s,3H), 2.49(s,3H), 2.62(s,3H), 4.4-4.5(m,1 H), 4.9{d,1H), 6.9(s,2H) ppm. 

r3.6^ethvt-1-f2.4.B4rimethv>phenvlV1H-pvrazolor3.4.-dlpvrimidir>^vnn^th^ 
30 propvft-amine hydrochloride 

'H NMR (CDCI 3 ):1.08(t,6H). 1.83(m.4h),1.90(s,6H), 2.35(s,3H), 2.60(s,3H), 
2.75(s,3H), 4.(M.15(m,1H), 6.97(s,2H). 10.1(d,lH). 14.9(s,1H) ppm. 
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butan-1-ol hydrochloride 

'H NMR {CDCy:1.07(t,3H), 1.8-ZOfm^H). 1.89(s,3H), 1.91(s.3H), 2.33(s.3H). 
Z76(s,3H). 2.84(s,3H), 3.69<brs,1H). ^O^rs.lH). 5.05(brs,1H) l 6.58(brs,1 H), 
5 6.98(s,2H). 

Example 6 

3-fBenzYH6-rne1hvt^em^ 
dlpyrlmldin-4-vfl -amln o l-propan- 1 -cl acetate. 

A solution of 3-{benzyH6-methyWHm^ 

10 pyrazoto[3.4^pyrim»dln^y1]arriino}-propanol (80 mg. 0.148 mmol) in 1 ml of 
methylene chloride was treated with acetic anhydrous (38 mg, 0.37 mmol) and triethyl 
amine (38 mg, 0.37 mmol) and stirred at room temperature for 15 hours. The mixture 
was quenched with water and a few drops of dilute HCI and extracted with ethyl 
acetate. The organic layer was neutralized with aqueous sodium bicarbonate and 

15 washed with brine, separated, dried and concentrated to give the title compound as an 
oil. The oil was purified through silica gel column chromatography using chloroform 
as eluent to give 67 mg of the title compound as a white glass form. 'H NMR 
(CDCIJ: 2.0(s,3H). 2.03(m.2H). 2.45(s,3H). 2.60(s,3H), 3.74(t.2H). 4.10(t.2H), 5.1(s,2H). 
7.2^7.4(m,5H), 7.50(s,2H)ppm. 

20 Example 7 

The following compounds were prepared by the acylation of the Example 6 
starting from the corresponding hydroxy derivative. 

3-{(4-methy|-ben2Vl-fB^ri g thYL- v me thvl 5 ulf a nv|.1-f2.4.6-tri c hloro P henvn.1H. 
PVrazolor3.4^] P YrifT,,din-4-vn^ no>-proDan-1.<>lart.t»to > 

25 'H NMR (CDCI,): 1.99(s,3H), 1.95-Z06(m,2H), 2.22(s,3H), 2.49(s.3H), 

2.59(s,3H), 3.75<t4>H). 4.12(t.2H), 5.05(s,2H), 7.18(q,4H), 7.50(s.2H)p P m. 

2-fethvl-r3-methvl S ulf a nyl.l-p r 6-dlchloro.4-trifluorom B th Y l pr ,envn.1H- 
pyrazolor3.4-d1pyri midin-4-vn.amino>.ethan-lK)l acetate : 

'H NMR (CDCIJ: 1.39(t.3H), 2.07(s,3H), 2.69(s,3H), 3.98(q.2H), 4.04(t,2H) 
30 4.43(t.2H). 7.77(s,2H), 8.32(s,1 H)ppm. 
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2-<butvH6-mBthvt-3-methvlsulfanvl-1 -(2.4.6-trichlorophenvl)-1 H-pyrazolo 13.4- 
cf|pvrimidliv4-vn-amino>-ethan-1-oi acetate : 

'H NMR (CDCy: . 0.98(t,3H), 1.3-1.5(m,2H), 1.65-1 .85(m,2H), 2.04(s,3H), 
2.47(s,3H), 2.65(s,3H), 3.83(t,2H), 4.02(t,2H), 4.40(1,28). 7.50(s,2H)ppm. 
5 Example 8 

4-JN-f4-meth\4£errzylVW^ . 
(2.4.B-trichlorophenvlV1 H^vrazolo[3.4-d1pvrirnidine . 

A solution of 3-{(4-pyra2olo [3,4-d]pyrimidin-4-y)]-amino}-propanol (96 mg, 0.1 5 
mmol) in 1 ml of dry tetrahydrofuran (THF) was treated with sodium hydride (60% in oil) 
10 (7 mg, 0.18 mmol), then methyl iodide was added. The mixture was stirred at room 
temperature for 15 hours, then quenched with water and extracted with ethyl acetate. 
The organic layer was dried and concentrated to give a colorless form which was 
purified through silica gel column chromatography using chloroform as eluent to give 
60 mg of the title compound as a white glass form. 'H NMR (CDCIJ: 1.95(m,2H), 
15 2.32(s,3H), 2.47(S,3H), 2.56(s,3H), 3.24(s,3H), 3.39(t,2H), 3.75(t,2H), 5.01 (s,2H), 
7.15(q,4H), 7.47(s,2H)ppm. 

Example 9 

The following compounds were prepared according to the procedure of the 
Example 8 starting with the corresponding hydroxy derivative, and alkyl iodide. 
20 4-fbenzvl-f3-ethoxvpropvmamino-3-methvlsu»anvl-6-methvl-1-f2.4.6- 
trichlorophenvlV1H-pvra2olo[3.4-dipvrimidlne : 

'H NMR (CDCy: 1.12(t,3H). 1.97(m,2H), 2.47(s.3H), 2.56(s.3H), 3.37(q,2H), 
3.48(t,2H), 3.80(t^H), 5.07(s,2H), 7.23-7.40(m,5H), 7.49{s,2H)ppm. 

4-fbenzvl- f3-methoxvpropvniamino-3-methvlsulfanvl-6-methvl-1-f2.4.6- 
25 trichlorophenvn-1 H-nvrazolo f3.4-dlpyrimldine : 

'H NMR (CDCI,): 2.0(m,2H), 2.5(s,3H), 2.57(s,3H), 3.25(s,3H). 3.4(t,2H), 
3.8(t,2H), 5.1(s,2H), 7.2-7.4(m.5H). 7.48(s.2H)ppm. 

Example 10 
3-{3enzvl-^6-methv^^ethv^surfanvM^^ 
30 dlpvrimidin-4-vn-amrno>-propan-1-ol methyjcarbamate . 

A solution of 3-{beruyl-[6-methyl-3-methylsulfan^1-(2 > 4,6^trichlorophenyl)-1H- 
pyrazolo[3,4-d]pyrimldln^-ylJ-amino}-propan-1-ol (100 mg. 0.191 mmol) in 2 ml of dry 
THF was treated with 6 mg of 60% sodium hydride in oil and methyl isocyanate (39 mg, 
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6.78 mmol) at room temperature and stirred at room temperature for 10 hours. The 
mixture was quenched with water and extracted with ethyl acetate. The organic layer 
was dried and concentrated to give 110 mg of white form. The form was purified 
through silica gel column chromatography to give 79 mg of the title compound as a 
5 white glass form. 'H NMR (CDCI 3 ): 2.03(m,2H), 2.51 (s,3H), 2.59(s,3H), 2.77(d,3H), 
3.79(t,2H), 4.12(t,2H), 4.50{brs,1H), 5.17(s,2H), 7.2-7.45(m,5H), 7.51(s,2H)ppm. 

Example 11 

The following compounds were prepared according to the procedure of Example 
10 starting from the corresponding hydroxy derivative and methyl isocyanate or methyl 
10 thiolsocyanate. 

frf(4^ethvl-benrvlH6H neth\rf-^^ 
PVrazolof3.4^1pv rirrwdin-4-Wl-am^ 

'H NMR (CDQ 3 ): 2.02(m.2H), 2.36(s,3H). 2.49(s,3H), 2.59(s.3H). 2.77(d,3H), 
3.76(t,2H), 4.12&2H), 4.55(brs,1H), 5.12(s.2H), 7.29(q,4H), 7.50(s r 2H)ppm. 

15 4-f(p-methvlben2vl)- 3-fN-methvlsulfanvlcarbamovloxvpropvniamino-3. 
memvteutfanyl-S^ftthvM42.4.6-M ^ 
mem\rtbenzvll3^N^erthvkttrt>an^ 
trichlorophenvn-1 H-ovrazolo f3.4-dlDvrimidine : 

A mixture of the title compounds was obtained in a 2:1 ratio. 'H NMR (CDCy: 
20 2.05-2.25(m,2H), 2.36(s,3H), 2.51(s,3H), 2.59(s.1/3x3H), 2.60(2/3x3H), 2.75(d. 1/3x3H), 
&05(d,2/3x3H), 3.78(t,2H) ( 4.47(t,2/3x2H), 4.54(t,1/3x2H). 5.06(s,2H). 6.2(brs,2/3H), 
6.5(brs, 1/3H). 7.1 9(q.4H), 7.51 (s,3H)ppm. 

Example 12 
3-fBenzvl-r 6HTOthvl-3-methvlsulfinvM^ 
25 d]pyrimidln-4-vn-amino>-propanol . 

A solution of 3-{benzyl-[6-memyl-3-memylsulfanyl-1-(2,4,6-m(*lorophenyl)-1H- 
pyrazolo[3,4-d]pyrimldin-4-yl|-amino}propanol (42 mg, 0.077 mmol) and m- 
chloroperbenzoic acid (14 mg, 0.081 mmol) in 0.5 ml of methylene chloride was stirred 
at room temperature for 3 hours. The mixture was quenched with water and saturated 
30 sodium thiosutfate, and extracted with methylene chloride. The organic layer was 
washed with saturated sodium bicarbonate, dried and concentrated to give an oil which 
was purified through .silica gel column chromatography using 2% methanol in 
chloroform as eluent to give 46 mg of the title compound as a white glass form. 'H 
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NMR (CDCI,): 1.88(m,2H), 2.54(s,3H), 2.73{s,3H), 3.5-3.7(m,4H), 4.3(m.1H). 
5.15{ABq^ AB =16Hz,2H), 7.2-7.4(m,5H), 8.47{ABq,2H)ppm. 

Example 13 

The following compounds were prepared by the method of Example 1 2 starting 
5 with the corresponding methylsuHanyl derivative. 

4-(rvbutvt-ethvl)amino -3-rnethvlsulfinvl-6-rnethvl-1 -(2.4.6-trichlorophenvlM H- 
pyra2olor3.4-dlpvrimidine : 

'H NMR(CDCI 3 ): 0.98(t,3H), 1.35(t,3H), 1.46(m4»H), 1.71(m,2H), 2.48(s.3H). 
3.08(s,3H). 3.65-4.1 0(m,4H), 7.52(ABq,J AB =2Hz,2H)ppm. 
10 4-dlewvtamlno-3HTie1hvtsuffi nvl6^^ 
dlpyrimldine : 

'H NMR (CDCy: 1.36(t,6H), 2.49(s,3H), 3.11(s,3H). 3.78(m,2H). 3.99(m,2H). 
7.52(ABq, J A8 =1.7Hz, 2H)ppm. 

Example 14 

15 The following compounds were prepared by the method similar to that of the 

Example 12 starting with the corresponding methylsuHanyl derivative and 2.5 
equivalents of m-chloroperbenzoic acid in methylene chloride and stirred at room 
temperature for 15 hours. 

3-f benzvl-r 6-methvl-3^ethvlsulfonvl-1 -<2.4.6-trichlorophenvn-1 H-pyrazolof3.4- 
20 dlpyrimldln-4-vn-amlnot-propanol : 

'H NMR (CDCI 3 ): 1.8(m,2H), 2.52(s.3H), 3.40(s,3H). 3.60(t,2H), 3.90(t.2H), 
5.1B(s,2H). 7.2-7.4{m,4H), 7.50(s,2H)ppm. 

3- f(4-me thyl-benzvl>-r6-methvl-3-methvlsu»fonvl-1-f2.4.6-trichlorophenvl>-1H- 
Pvrazolo[3.4-d1p vrimidin-4-yn-amlno>-propanol : 

25 'H NMR (CDCI,): 1.8(m,2H). 2.34(s.3H), 2.52(s,3H). 3.43(s,3H), 3.61 (t,2H). 

3.90{t,2H), 5.14(s,2H), 7.13(s,4H). 7.5B(s,2H)ppm. 

4- {N-butvt- N^thvl)ammo-6^ethvl-3-meth^sulfonvl- A 2.4.6-trichlorophenv»-1 H- 
pyrazolol3.4-dlpyrimidine : 

'H NMR (CDCI,): 0.95(t,3H). 1.30(t,3H). 1.37(m^H). 1.69(m,2H), 2.47(s,3H). 
30 3.42(s.3H), 3.85{t.2H). 3.93(q.2H). 7.53(s.2H)ppm. 

4-N.N-diet hvlamino-6-methvl-3-methvlsulfonvl-1-(2.4.6-trichloroDhenyl)-1H- 
pyrazolo[3.4-dlDvrimidine : 

'H NMR (CDCIJ : 1 .29(t,3H). 2.45{s.3H), 3.40(s,3H), 3.91 (q,2H). 7.50(s,1 H)ppm. 
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2^N^utv^M6-meth\rt-3 ^ethv^^ 
dlpyrimtdiiv4-Yn-aminoV-ethano» : 

'H NMR (CDCI,): 0.95(t,3H), 1.30-1.50(m,2H), 1.50-1.70{m,2H), 2.65(s,3H), 
2.76(t,2H), 3.16(t,2H). 3.44(s,3H), 3.94.0(m,1H), 4.79(t£H), 7.55(s.2H)ppm. 
5 Example 15 

Ethv^utvK6-methoxv-3^e th^ 
dlpvrimidiiv4-vn a mine 

To 1 ml of methanol was added sodium (25 mg) and the mixture was stirred 
until all the sodium was dissolved completely. The resulting solution was treated with 
10 ethyl-birtyl-[&«hloro-^methylsulfanyl-1-(2,4,6-trichlorophenyl)-1H-pyrazolo[3,4- 
d]pyrimldine-4-ylJarnine (100 mg, 0.21 mmol) and heated at reflux for 3 hours. The 
mixture was quenched with water and extracted with ethyl acetate. The organic layer 
was dried and concentrated to give an oil residue. The oil residue was purified by silica 
gel column chromatography to give 73 mg of the title compound as a colorless oil. 'H 
NMR (CDCI 3 ):0.96(t,3H), 1.35(t,3H), 1.42(m,2H), 1.71(m^H), 2.63(s,3H), 3.74(dd,2H). 
3.86(q,2H), 3.91 (s,3H), 7.46(s,2H)ppm. 

Example 16 

2-Butvl-2-r6-methvl^methvlsuHan\fl.1.( 2.4.6-trichlorophen^W1H.pvrazolor3.4. 
dtovrimidlr*4-vn- malonlc acid dlmethvlester 

A suspension of 60% sodium hydride in oil (0.240 g, 6 mmol) in 5 ml of 
dimethylsulfoxide (DMSO) was treated with dimethyl butylmalonate (0.948 g, 6 mmol}. 
After stimngfor10minutes.4^loro-3-thfo^ 

pyrazok>[3,4-d]pyrimidine (1.182 g, 3 mmol) was added and the resulting mixture was 
heated at 100°C for 1 hour. The mixture was quenched with water and extracted with 
ethyl acetate. The organic layer was dried and concentrated to give the crude product 
as an oil which was diluted with 2-propanol and concentrated to dryness to give a 
yellow solid. The solid was purified through silica gel column chromatography, using 
60:40 of chloroform:hexane to 80:20 of chloroform:hexane as eluent, to give 1.349 g 
of product as a yellow solid which was triturated with methanol to give 669 mg of yellow 
30 solid. m.p. 146-152°C; 'H NMR(CDCIj): 0.81(t,3H), 1.10-1.40(m,4H), 2.54-2.63<m,2H), 
2.65(s ( 3H), 2.66(s,3H). 3.84(s,6H), 7.52(s,2H)ppm. 



20 



25 



WO 94/13677 



rcT/US93/11333 



-36- 



20 



25 



Example 17 
2-Butyl2-r6-methvl-3^eth^ 
d1pvrimidin- 4-vl)-malonrc add dlethy lester 

The title compound was prepared starting with diethyl butylmatonate and 
5 employing the procedure of Exampl 16, m.p. 148-150«>C; 'H NMR(CDCIj): 0.80(t,3H), 
1.1-1.4(m,10H), 2.45-2.65(m,2H). 2.63(s,3H), 2.64(s,3H), 4.29(q, 4H), 7.50(s,2H)ppm. 

Example 18 
2-f6^ethvt^ethvteuHanv>-1.<2.4Sjrir ^or^ 
4-yflhexanonlc acid methvt ester 
10 A solution of 2-butyl-2-r6-methyl-3™ethy^ 

pyrazolo[3,4Kl]pyrimidlrh4-y|J-malonlc add dimethytester (31 1 mg, 0.57 mmol) in 4 ml 
of toluene was treated with 1.5 M diisobutylalumlnum hydride (DIBAL) (0.84 ml, 1.254 
mmol) and stirred at room temperature for 1 hour. An additional 0.3 ml of DIBAL was 
added and the resulting mixture was stirred for an additional 15 minutes. The mixture 
was quenched with methanol and stirred for 1 hour and filtered through cefite. The 
filtrate was concentrated to dryness. The residue was taken up with water and 
chloroform. The organic layer was dried and concentrated to give 290 mg of crude 
material which was purified through silica gel, using chloroform as eluent, to give 164 
mg of the title compound as a yellow solid. 'H-NMR(CDCI 3 ): 0.87 (t,3H), 1.2- 
1.5(m,4H), 1.96-2.10(m,1H), 2.1-2.3(m,1H), 2.68( S ,3H), 2.69{s,3H), 3.71(s,3H) 
4.22{t,1H), 7.50{s.2H)ppm. 

Example 19 

2-f6-Methyt-3^hvlsuffa^ 
4-vt-hexan onic add ethyl ester 

The title compound was prepared by the method of Example 18 starting with 2- 
butyl-2-[6™Bthyl-3-methylsu^ 

4-ylJ-malonic add dlethylester. 'H NMR(CDO s ): 0.88{I,3H), 1.20(t,3H), 1.2-1.5(m.4H), 
2.0-2.1(m,1H). 2.1-2.3(m.1H). 2.67(s,3H). 2.69(s,3H). 4.19(q. 2H), 4.39(t,1H) 
7.50(s,2H)ppm. 
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Exampla 20 
2-Bhyl-2-r6-mirthv|.3-met^ 
dlpvrimidirt-4-yq4 >exanonfc add methyl est ft 

A solution of 2-[6Hi^yl-3^ethylsulfanyl-1-(2,4,6-trichlorophenyl)-lH- 
5 pyrazoloIS^pyrintidrv^-hexanonlo add methyl ester (217 mg. 0.445 mmol} In 1 
ml of DMSO was treated with 60% sodium hydride in oil (46 mg. 1.15 mmol). After 
stirring for 20 minutes at room temperature, ethyl iodide (02 ml) was added and the 
mixture was stirred at room temperature for 15 hours. The mixture was quenched with 
brine and extracted with ethyl acetate. The organic layer was washed twice with brine, 
10 separated, dried and concentrated to give 233 mg of the crude material which was 
purified through silica gel column chromatography, using methylene chloride as eluent, 
to give 146 mg of the title compound as an off-white solid. 'H NMRfCDCIJ: 0.74(t,3H), 
0.83<t,3H}, 1.2-1.4(m.2H), 2.1-2.55(m.4H). 2.64(s,3H). 2.70(s,3H, 3.74 (s 3H) 
7.51(s.2H)ppm. 

15 Example 21 

4.(1-EthYl-pentYl)-6-methvl-3-methvl S uffan V l-l-f 2.4.6-trichiorn p h 0 n Y i ) .iM- 
PYrazolof3,4-dlpYrimirfirm and 3-f6^ethvtAm« rt hvi sljl f anvl . 1 .p [ 4 .gjn^hjOTop herwJh 
1 H-PvrB2otof 3.4-dlDVrimiriir^vtl-hep tar^A»] 

A solution of 2-ethyl-2-[6-methyl-3-m^ 
pyrazolo[3,4Ki]pyrimJdirv4^]4iexanonic add methyl ester (89 mg, 0.173 mmol) in 2 ml 
of dimethyHormamid (DMF) was treated with Dthium iodide and heated at reflux for 5 
hours. An additional lithium iodide (433 mg) was added and the mixture was healed 
for an additional 1 hour. The mixture was neutralized with add and extracted with ethyl 
acetate. The organic layer was washed with brine, dried and concentrated to give 79 
mg of the crude material which contains two major components which were separated 
by column chromatography to give two fractions. One of the fractions showed a pure 
component ol 3-[6^emyl-3-methylsulfa^ 

d]pyrimidirHt-yl}-heptarv3-ol and the other fraction contained a mixture of the title 
compounds at a weight ration of 55 to 45. 'H NMR(CDCI 3 ) for 3-[6-methyl-3- 
methylsuHanyM-(2,4,6-tricW W ophem 

0.68(t,3H), 0.79(t.3H), 0.8(m,1H). 1.1-1 .5(m,3H). 2.0-2.2(m,2H), 2.2-2.5(m.2H) 
2.67(s.3H), 2.72(s.3H). 5.79(s,1H). 7.51 (s,2H)ppm. 1H NMR (CDCI,) forthe mixture of 
the title compounds: 1.4-2.4(m.10H), 1 .6-1 .8(m.0.55x2H) > I.S-S.Ofm.O.SSxaH). 2.0- 
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15 



2.2(m,0.45x2H), 2.2-2.4(m,0.45x2H), 2.665(s,0.55x3H), 2.672(s.0.45x3H), 
2.686(s.0.55x3H), 2.71 8(0.45x2H), 3.34(m,0.55H), 5.79(s.0.45H), 7.49(s,0.55 x 2H) f 7.51 
(s,0.45x2H)ppm. 

Example 22 

5 A - 2-(2-ahvHMJt vrvtV3-ctho»y^ut.2^ni>n»^ B 

A mixture of 4-ethyt-3oxo4iexanenitrile (1.013g, 728 mmol), acetic anhydride 
(1.5 ml) and triethyl orthoacetate (1.240 g, 7.64 mmol) was heated to reflux overnight. 
The reaction mixture was taken up in ethyl acetate and water. The brine and the ethyl 
acetate layer were separated. The organic layer was dried and concentrated to give 
10 1 .262 g of dry oil which was used directly for the next reaction. 'H NMR (CDCI,): 0.8- 
1.0(m.6H). 1.44(t,3H), 1.4-1.8(m,4H), 2.61(s,3H), 3.03(m,1H), 4.28(q, 2H)ppm. 
B - 1-r5^mino-3-methvM-f2 4fU^^ 

Amixture of 2-{2-emyl*iityryl)^^oxy-but-2-enerirlrile (407 mg, 1 .94 mmol) and 
trimethylphenylhydrazine (280 mg. 1 .86 mmol) in 5 ml of methanol was heated at reflux 
for 5 hours. The mixture was quenched with water and extracted with ethyl acetate. 
The organic layer was dried and concentrated to give 584 mg of brown oil. The brown 
oil was purified through silica gel column chromatography, using 1: 1 of hexane: 
chloroform as eluent, to give 222 mg of yellow solid. 1 H NMR (CDCI3): 0.8-1 .Oftwo sets 
of t,6H), 1.4-1.9(m,4H). 2.04{s,6H), 2.22(s,3H), 2.32(s,3H), 2.54(s,3H), 2.85-3.05(m,1H), 
20 5.71(brs,2H),6.97(s,2H)ppm. 

C ' 4-(1-ethYl-pro pYl)-6- methv | . 3 -methvlsurfany|.1W2.4.6.trimethvlDhenyl).1H. 
PVrazolof3.4-dlPvrimidip ft 

A mixture of H5*miino-3-methyM -(2,4,6*^^ 
butan-1-one (598 mg, 1.91 mmol), acetamide (2.311 g, 39.1 mmol) and ammonium 
chloride (2.057 g, 38.5 mmol) was heated at reflux of 5 hours. An additional 2.029 g 
of acetamide was added and the mixture was heated for an additional 16 hours (tic 
showed some starting material left). An additional 2.049 g of acetamide was added and 
the mixture was heated an additional 6 hours and GC-MS showed that the reaction was 
finished. The mixture was quenched with water and extracted with ethyl acetate. The 
organic layer was dried and concentrated to dryness to give a brown oil. The brown 
oil was purified through silica gel column chromatograph to give 221 mg of the title 
compound as an oil. 1H NMR (CDCI3): 0.86(t,6H). 1.70-1.85(m,2H), 1.91 (s,6H), 1.90- 
2.05(m,2H), 2,34(s.3H). 2.70(s.3H), 2.74(s.3H)3.15-3.30(m.1H), 6.98(s.2H)ppm. 
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Example 23 

4-(1 -methoxvm^\rf-DropoxvV^.6-dimBth>4-1-/34.6-trimelhvtDhenvlV-1 H-pyrazoloffl 4- 
dlpvrimjdine 

A mixture of 1-methoxy-2 butanol (208 mg, 1 .99 mmol) and sodium hydride (53 
5 mg, 1.33 mmol) in dry THF (1 ml) was stirred at room temperature for 10 minutes. The 
mixture was treated with 4-chloro-3,6-dimethyl-1-(2,4 1 6-trimethylphenyl)-lH- 
pyrazotoro[3,4-dJpyrimfdine (200 mg, 0.665 mmol) and stirred at room temperature for 
2 hours. The mixture was quenched with water and extracted with ethyl acetate. The 
organic layer was dried and concentrated to give an oil which was purified through 
10 silica gel column chromatography using chloroform as eluent to give 1 B5 mg of the title 
compound as an off-white solid. 1H NMR (CD&3): 1.02 (9t,3H), 1.7-1 .9(m,2H), 
1.90(s.3H), 1.91(s.3H), 2.30(s,3H). 2.53(s,3H), 2.62(s,3H). 3.41(s.3H)(, 3.5-3.89(m^H). 
5.64(m,1H). 6.94(s,2H) ppm. 

Exampie 24 

1 5 A. 2-f2-Ethvt-hexanoy»>-3-methoxv-but-2-€nentr»B 

The title compound was prepared by the method of Example 22A starting with 
4-ethyl-3-oxo-octenenitrile, acetic anhydride and trimethyl orthoacetate to give a brown 
oil which was purified through silica gel to give a light brown oil as a mixture of two 
isomers. 'H NMR (CDCI 3 ): 0.8-0.95(m,6H), 1.1-1.8(m,8H), 2.62(2 sets of s.3H), 3.0- 

20 3.2(m,1 H), 4.0(two sets of s)ppm. 

B - H5-amino-3-roelhvM-f2 A6-trimethy^ 

The title compound was prepared by the method of Example 22B starting with 
2-(2-ethyl-hexanoyl)-3-fnethoxy4^ as ayellow 

oil. 1H NMR (CDCI,):O.85-1.0(m,6H), 1.20-1 .40(m,4H), 1.40-1.70(m^H), 1.70- 
25 1.85(m,2H) ( 2.026(s.3H).2.033(s,3H), 2.32(s.3H), 2.51(s,3H). 2.98-3.05(m,1 H), 
5.67(s,2H), 6.96(s,2H)ppm. 

c - 4-(1-ethvl-oentv»-6-met hvl-3-methvlsulfanvl-1-(2.4.6-trimethvlphenvh-lH- 
Pvra2olor3.4-dlpvrimidine 

The title compound was prepared by the method of Example 22C starting with 
30 H5-amiho-3™emyl-1-(2A6-trimemylph and 
acetamide to give the title compound as a clear oil. 1H NMR (CDCI,): 0.86(t,6H), 1 .2- 
1.4(m, 4H). 1.7-1.9(m.2H), 1.9-2.0(m,2H), 1.91(s.3H). 1.93(s.3H), 2.35(s.3H), 
2.70(s,3H).2.74(s,3H), 3.24-3.35(m,1H) > 6.99(s,2H)ppm. 
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The following Preparations illustrate the preparation of the starting materials 
used in the above Examples. 

Preparation A 

5-Amino-3-methvlsuHi^^ 
5 A mixture of bis(memythlo)memylene(^anoacetamide (7.800 g, 50 mmol) and 

2 1 4,64richlorophenylhydrazine (10.575 g, 50 mmol) in 250 ml of methanol was heated 
at reflux for 2.5 hours. The mixture was cooled and water was added. Precipitate 
formed and filtered to give 14.323 g (81.5% yield) of the title compound as a white 
solid. 'H NMRfCDCy: 2.6 (s,3H), 5.5(brs. 2H), 7.5(s,2H) ppm. RecrystallizatJon of 
10 a small portion of the solid from chloroform gave white crystals; m. p. 198-199°C. 
Anal. Calcfor C„H 9 CI,N 4 OS: C, 37.57; H, 2.58; N, 15.93; Found: C, 37.54; H. 2.51; 
N, 15.73. 

Preparation B 

1 - 5-Amino-3-methvlsulfanv l-1-f2.6-dichloro-4-trifluorornethvlDheriyl)-1H- 
15 pvrazole-4-carboxamlde 

The title compound was prepared as a white solid by the procedure of 
Preparation A starting with 2,6^ich!oro-4-trifluoromethyfphenyfhydrazine. 'H NMR 
(CDCIj): 2.58(s,3H). 5.25(brs,2H), 7.72(s.2H)ppm. 

2 - 5-amlno-3-methvlsulfan y|-i-(2.4.6-trimethvlDhenyn-1H-Pvrazole.4- 
20 carboxamlde . 

The title compound was prepared as a white solid by the procedure of 
Preparation A starting from 2,4,&-trimethylphenylhydrazine. 'H NMR (CDCIJ: 1.98 
(s,6H). 2.25(s,3H). 2.5(s,3H), 5.2(brs.2H). 7.9(8,2^ ppm. 

3 - 5-amino-3-methvlsulfariyl -1 -f2.6-dichloro-4-trlfluoromethvlphenvn-1 H- 
25 pvrazole-4-carbonitrile 

The title compound was prepared by the procedure of Preparation A starting 
with bis(methylsulfanyl)methylenemalononitrile and 2,6-dichloro-4- 
trifluoromethylphenylhydrazine. 'H NMR (CDCL,): 2.5(s.3H). 4.5(s,2H). 7.75(s,2H)ppm. 

4 - 5-amino-1-(2.4.6-tric^lorophenvn-1H-pvra2ole-4-carbonrtrile 
The title compound was prepared as an orange solid, m.p. 208.5-209.5<>C by 

the procedure of Preparation A starting with ethoxymethylenemalononitrile and 2,4,6- 
trichlorophenylhydrazine. 

'H NMR(CDCI 3 ): 4.5{brs,2H), 7.5(s,2H), 7.7(s,1H)ppm. 
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Preparation C 

SnAmtno^methvteultanvt- 1 -(2.6-dichloro-4-trifluorpmethvlphenvlM H-pvrazole-4- 
carboxamlde . 

A mixture of 5-amtno-3-methytsiJlfanyM-(2,6^f^^ 
5 pyrazole-4-carbonitrile (2.7 g, 7.35 mmol), 30% hydrogen peroxide (10 ml), ammonium 
hydroxide (90 ml), methanol (70 ml) and water (15 ml) was stirred In a pressure reactor 
for 10 hours. The mixture was filtered and washed with water to give an off-white solid. 
The filtrate was diluted with water and extracted with ethyl acetate. The organic layer 
was dried and concentrated to recover more product as an off-white solid. Both 
1 0 portions of off-white solid were combined to give 1 .400 g of the desired title compound 
which was identical to the first title compound of Preparation B. 

Preparation D 

5-Amino- 1-f2.4.6-WchlorophenvlV1H-Pvrazole-4Harboxamide . 
To a cooled concentrated sulfuric acid (10 ml) was added portionwise 5-amino- 
15 H2.4,6-m*ehlorophenylMH-pynro^ (4.000 g. 13.9 mmol) over a period 

of 45 minutes. The reaction mixture was allowed to stir at room temperature for 1 hour 
after addition. The mixture was poured over Ice with stirring and the solution was 
neutralized with 15% NaOH in ice-bath. Precipitate formed and was filtered to give 3.57 
g of yellow solid. 'H NMR (CDCI,): 5.3(brs.2H). 5.6(brs,2H), 7.5(s,2H), 7.7(s,1 H)ppm. 
20 Preparation E 

2-Cvano-3 -(N'-2.4.6^trichlorophenvlhvdra2ino^but-2-enolc acid amide . 
A mixture of 2-cyano-3-ethoxy-but-2-enoic acid amide (616 mg, 4 mmol) and 
trichlorophenylhydrazine (730 mg, 4 mmol) in 15 ml of ethanol and 3 ml of chloroform 
was heated at reflux for 6 hours to give 754 mg of the title compound as a white solid, 
25 m.p. 204-206°C. 'H NMR (DMSO-d6): 2.35(s,3H), 6.95(brs,2H), 7.6(s.2H), 7.95(s,1 H). 
11.7(s,1H)ppm. 

Preparation F 

2-C^ano- 3-f^-2.4.6-trichlorophenvlhvdrazlno)pent-2-enoic acid amide . 
The title compound was prepared as a yellow solid by the procedure analogous 
30 to Preparation E starting from 2-cyano-3^nethoxy-pent-2-enoic acid amide. 'H NMR 
(CDCI 3 ): 1.2(t,3H). 3.0(q,2H). 4.0(s.3H), 5.5(brs,1H), 6.0(brs,1 H)ppm. 
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Preparalion G 

3,64)imethvM-(2.4.6-trichlorophenvlHH-^ 

A mixture of 2^ano-3-(W-2,4,6-Wchtoropheny^^ acid 
amide (0.620 g, 2.02 mmol) and acetamide (1 g, 16.95 mmol) was heated at reflux for 
5 15 hours. The mixture was cooled and diluted with water and extracted with 
chloroform. The organic layer was separated dried and concentrated to give 0.325 g 
(47%) of the title compound as a brown soDd. 1 H NMR (CDCIj): 2.5(s,3H), 2.7(s,3H), 
7.5(s,2H) ppm. 

Preparation H 
10 3-E1hvl-6^methvM-f2.4.6- trichloroph^ 

The crude material of the title compound was prepared as a brown solid by the 
procedure analogous to Preparation G and was used directly for the next step without 
purification. 

Preparation I 

15 2-C>^c-^ tK-2.4.6-trichlorophenylhvdrazino)hex-2-enoic acid amide . 

The title compound was prepared as a yellow solid by the procedure analogous 
to Preparation E starting from 2-cyano-3-methoxy-hex-2-enoic acid. 'H NMR (CDCIJ: 
1.07(t,3H), 1.71(m,2H), 2.87(dd,2H), 6.19(s,1H), 7.29(s,2H), 11.50(s,1H)ppm. 

Preparation J 

20 5^ino-3-TH>ropvl-1-<2.4. 6-trichlorophen^ 

A solution of 2K:yano^(^-2 p 4,6-trichlorophenylhydrazino)-hex-2-enoic acid 
amide (1 .920 g, 5.552 mmol) and acetamide (3.262 g. 55.20 mmol) was heated at reflux 
for 3 hours. The reaction mixture was cooled and treated with 20 ml of water. 
Precipitate formed and was filtered to give 2.024 g of a beige solid. The solid was 
25 dissolved In ethyl acetate and water. The organic layer was separated, dried and 
concentrated to give 1.685 g of the title compound. 'H NMR (CDCI,): 1.02(t,3H), 
1.82(m,2H), 2.75(t,2H), 5.4(brs, 1H), 5.55(brs, 1 H), 7.5(s,2H)ppm. 

Preparation K 
3-n-f a n^yl-6-merthvl-1- {2.4,6-trichloropta 
30 The title compound of Preparation J (1 .617 g, 4.85 mmol) and acetamide (3.203 - 

g, 5.42 mmol) were heated at reflux for 5 hours. Liquid chromatography (tic) indicated 
that ail the starting material was consumed. The mixture was cooled and quenched 
with water. Precipitate lormed and was filtered to give a beige solid. The solid was 
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dissolved in chloroform and water. The organic layer was separated, dried and 
concentrated to give 1.617 g of brown oil of the title compound. 'H NMR (CDCI.,): 
0.95(I,3H). 1.84(m,2H). 2.44(s,3H), 2.95(1, 2H), 7.48(s, 2H), 11.15(brs,1H)ppm. 

Preparation L 

5 5-Amino-1 -napthtvl-3-methvlsutfanvH Bwrazole-4-carboxarnlde . 

The title compound was prepared as a yellow solid by the procedure of 
Preparation A starting with bis(methyJsulfanyI)methyienocyanoacotamide and 
naphthylhydrazine. 'H NMR (CDCI,): 2.6(s,3H). 4.0(s.1H). 5.3(brs,1H), 5.45(brs. 1H), 
7.45-7.6(m,5H), 7.9-8.05{m,2H)ppm. 
1° Preparation M 

3.6-DrmethvM -(2.4.6-t riniethvlphenvl)-1 H-pvra2olof3.4-dlDvrimidine-4-ol . 
A mixture of 2-cyano-3-ethoxy-but-2-enoic acid amid© (573 mg, 3.72 mmol), 
2,4,64rimethylphenylhydrazine HCI salt (695 mg, 3.72 mmol), triethylamine (377 mg, 
3.73 mmol) in 5 ml of methanol was heated at reflux for 1 5 hours. The reaction mixture 
15 was cooled and diluted with water, extracted with ethyl acetate. The organic layer was 
dried and concentrated to give 434 mg of brown solid which was used directly for the 
next reaction. The brown solid was treated with acetamfde (1.600 g, 27 mmol) and 
heated at reflux for 15 hours. The reaction mixture was cooled, diluted with water and 
extracted with ethyl acetate. The organic layer was dried and concentrated to give 400 
20 mg of dark-reddish solid which was purified through silica gel column chromatography 
using chloroform as eluent to give 1 1 0 mg of tan solid of the title compound. 1 H NMR 
(CDCIJ: 2.0(s,3H), 2.3{s,3H), 2.45(s,3H), 2.65(s,3H), 7.0(s,2H)ppm. 

Preparation N 

6-Memyl3HTie*hvteuHanvM 

25 4-ol. 

A mixture of 5-amlno-1-(2,4,6-trlchlorophenyl)-3-methylthiopyrazole-4- 
carboxamide (7.032 g, 20 mmol) and acetamide (8.850 g, 150 mmol) was heated at 
reflux for 15 hours. The mixture was cooled and quenched with water and a small 
amount of methanol. Precipitate formed and was filtered to give 4.343 g (58%) of a 
30 brown solid of the title compound. 'H NMR (CDCIJ: 2.5(s,3H), 2.65(s,3H), 7.5(s,2H), 
12.2(brs,1H)ppm. 
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Preparation 0 

6-Methvl-3-methvlsulfanvl-1-f2.6-dichloro-4-trifluoromethvlpher)vn-1H- 
PVrazolo[3.4-dlpvrimidine-4-ol . 

The title compound was prepared in 66% yield as a yellow solid by the method 
5 analogous to that in Preparation N. 'H NMR (CDCy: 2.5(s,3H), 2.65(s,3H), 
7.75(s,2H), 1 1 .5(brs,1 H)ppm. 

Preparation P 

6-Methvl-3-methvlsutfanvH W2.4.8-trimethvtohenvn-1 H^vrazolo[3.4-dlpvrirnldine- 

4-ol . 

10 A mixture of 6-aminp^methykulfanyl-1-(2A6-trimethylphenyl)^arboxamide 

(340 mg, 1.17 mmol) and acetamide (691 mg, 11.7 mmol) was heated at reflux for 9 
hours. The reaction mixture was quenched with water and extracted with ethyl acetate. 
The organic layer was dried and concentrated to give the title compound as a brown 
solid in 74% yield. 'H NMR (CDCI,): 2.0(s,6H), 2.3(s,3H). 2.5(s,3H), 2.6(s,3H), 

15 7.0{s,2H). 11.7(brs,1H)ppm. 

Preparation Q 

&MethvH -/2.4.6-trichlorophenvn-l H^Yrazotef3.4^pyrimidine-4-ol was prepared 
as a tan solid in 91% yield by the method of Preparation P starting with 5-amino-1- 
(2,4,6-tn^lorophenyf)-1H-pyra2ole-4-carboxamide. 'H NMR (CDCI,): 2.5(s,3H), 
20 7.5(s,2H), 8.3(s.1 H)ppm. 

3^eth\^su lfanvl-1-(2.4.6-trichlorophen^)-1H-pvrazotor3.4-d1pvrimtdine-4^lw as 
prepared as a yellow solid in 75% yield by the method of Preparation P starting with 5- 
amino-3-methylsulfanyl-1 -(2.4,6-trichlorophenyl)-1 H-pyrazole-4-carboxamide and 
formamide. 'H NMR (CDCy: 2.6S(s,3H), 7.55 and 7.60(2 sets of s.2H), 7.8{s,0.5H), 
25 8.15 and 8.25(2 sets of s,1H) 12.0(brs,0.5H)ppm. 

3-Methvlsulfanvl-1-(2.6-dichloro-4-trifluoromethvlphenvl)-1H-pvrazolor3.4- 
dlpvrimidine-4-ol was prepared as a white solid In 83% yield by the method of 
Preparation P starting with 5-amino-3-methylsulfanyl-1-(2,4-dichloro-6- 
trifluoromethylphenyl)-1H-pyra2ole^arboxamide and formamide. 'H NMR (CDCI 3 ): 
30 2.6{s,3H), 7.72(s,2H), 8.0(s,1H). 12.1(brs,1H)ppm. 

3-MethvlsuHanvl-1-(q.naphthvn-1H-pvrazolof3.4-dTpyrimldine-4- 
oj was prepared as a brown solid in 64% yield by the method of Preparation P starting 
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15 



20 



25 



30 



with ^amino^BthyJsufenyt-HonaphthyO-1 F+pyrazolfr^K^boxamide and foimamide. 
'H NMR (CDCy: 2.7(s,3H), 7.2-7.7(m,5H), 7.7-8.1 (rn,3H)ppm. 

3- Methylsurfarivl-oMrifluorome ^ 

dlpvrimtdlne-4-o l was prepared as a white soDd, m.p. 220-229 °C, in 61% yield by the 
5 metrrodtfPrepiiraHonPstartingwith 

1H-pyrazol&4-carboxamide and trifluoroacetamide. 'H NMR (CDO,): 2.6(s,3H), 
7.5(s,2H)ppm. 

Preparation R 

4- Chloro-6vethvl-3-methvl su ltenvUi.f2.4.6-tri e hl n rn D henvlV1H.p Y r a7 nin f a.i. 
10 dlpvrimidlne 

A mixture of 5^ino^ethyisuHany^1-{2A6-tricriterophenyl)-1r^yrazol^4- 
carboxamlde (1.0 g, 2.84 mmol) and propionamlde (2.100 g, 28.77 mmol) was heated 
at 200°C for 15 hours. The mixture was quenched with water and extracted with ethyl 
acetate. The organic layer was dried and concentrated to give 500 mg of a crude 
materia) which contains the desired product as well as an unidentified compound. The 
crude material was treated with 1.5 ml of phosphorous oxychloride and heated at reflux 
for 3 hours. The reaction mixture was cooled and poured over ice-water and stirred. 
Precipitate formed and was filtered to give 712 mg of the title compound as a brown 
solid. 'H NMR(CDCI 3 ): 1 .3(t.3H), 2.7(s.3H), 3.0(q,2H). 7.5(s,2H)ppm. 

Preparation S 

4-Chloro-3^ethvlsulfanvl^m B th v ui .f2.4.6.tri c hlnr»phenvl>.1H-nvr a7 ni» r ^.i. 
dlpvrimidine 

Amixtureof3^ethylsulfanyl^eth^ 
djpyrimidine^-ol (3.700 g, 9.85 mmol) and phosphorous oxychloride (18.115g, 11ml) 
was heated at reflux for 4 hours. The mixture was cooled and poured over ice-water 
and stirred for 10 minutes. Precipitate formed and was filtered to give a brown solid. 
The brown solid was pumped in vacuo to give 3.718 g (98% yield). 'H NMR (CDCI S ): 
2.65(s,3H). 2.7(s,3H), 7.5(s,2H)ppm. 

Preparation T 

The procedure of Preparation S when starting with the appropriate 1H- 
pyrazolo[3,4-d]pyrirnidin*4-ol gave the corresponding 4-chloro-pyrazolo[3,4- 
djpyrimidine in Table 5.. 
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Table 5 
CI 





R, 


Rj 


Ar 


'H NMR (CDQJ (ppm) 




Me 


SMe 


2,6-dlchloro-4- 
trifluoromethyiphenyl 


2.65(s,3H), 2.7(s,3H). 7.75(s,2H) 


15 


Me 


SMe 


2,4,6-trimethylphenyt 


1.95(s.6H). 2.35(s,3H), 2.65(s.3H), 
2.70(s,3H), 7.0(s,2H) 




Me 


H 


2,4,6-trichlorophenyl 


2.76(s.3H), 7.55{s,2H), 8.35(s.1H) 




Me 


Me 


2,4,6-trichlorophenyl 


2.45(s,3H), 2.65(s,3H), 7.5(s,2H) 




Me 


Me 


2,4,6-trimethylphenyl 


1.90(s,6H), 2-35(s,3H), 2.75(s.3H), 
2.80(s,3H), 7.0(s,2H) 


20 


Me 


Et 


2,4,6-trichlorophenyl 


1.42(t,3H), 2.71 (s,3H), 3.16(q,2H), 
7.51 (s.2H) 




Me 


n-Pr 


2,4,6-trichlorophenyl 


1.00(t,3H), 1.87(q,2H), 2.72(s,3H), 
3.10{U2H), 7.50(s,2H) 




H . 


SMe 


2,4,6-trichlorophenyl 


2.68(s,3H) 7.78(s,2H), 8.71 (s,1H) 


25 


H 


SMe 


2,6-dichloro-4- 
trifluoromethylphenyl 


2.64(s,3H), 7.72(s.2H), 8.64(s,1H) 




CF 3 


SMe 


2,4,6-trichlorophenyl 


2.68(s.3H), 7.50(s.2H) 




30 



35 
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CLAIMS 
A compound of the formula 

0 R 

' 

and the pharrnaceutically acceptable add addition salts thereof, wherein 

A Is NR,Rj, CR,R,R„, or C(=CR 1 R, 2 )R J , NHCR^R,,, OCR^R,,, SCR,R 2 R 1(I 
15 NHNR.R,, CRjR^NHR,, CR^OR,, CR,R,,SR, or C(0)R 2 ; 

R, Is hydrogen, or C,-C 6 alkyl which may be substituted by one or two 
substltuents R, independently selected from the group consisting of hydroxy, fluoro, 
chloro, bromo, lodo, C,-C„ alkoxy, <XHCi-C 8 a^kyl). 0-C-N(C,-C 4 alkyl)(C,-C 2 alkyl), 
20 o O 

amino, NH(C,-C 4 alkyl), N(C,-C, alkyl){C,-C 4 alkyl), S(C,-C 9 alkyl), 0C(0)NH(C,-C 4 

alkyl), N(C,-C, alkyl)C(0)(C,-C 4 alkyl), NHC(C,-C 4 alkyO, COOH, CO(C,-C 4 alkyl), 
25 II II 

o o 

CNH(C,-C 4 alkyl), CN(C,-C 4 alkyl)(C,-C 2 alkyl), SH, CN, NO,, SO(C,-C 4 alkyl). 
30. O O 

SO a (C,-C 4 alkyl), SOjNHfC,-^ alkyl), SO,N(C,-C 4 aDcyQ^-C, alkyl). and said C,-C 6 
alkyl may contain one or two double or triple bonds; 

R 2 Is C,-C„ alkyl, aryl or (C,-C 10 alkylene)aryl wherein said aryl is phenyl, 

35 naphthyl, thienyl, benzothienyl, pyridyl, quinolyl, pyrazinolyt, pyrimidyl,' imidazolyl. 
furanyl, benzofuranyl, benzothiazolyl, isothiazolyl, benzisothia2olyl. thiazolyl. isoxazolyl, 
benzisoxazolyl, benzimidazolyl, triazolyl, pyrazolyl, pyrrolyl, Indolyl, azalndolyl, oxazolyl, 
or benzoxazolyl; 3- to 8-membered cydoalkyl or (C,-C„ alkylene) cydoalkyl, wherein 
said cydoalkyl may contain one or two of O, S or N-2 wherein 2 is hydrogen, C,-C„- 

40 alkyl, benzyl or C,-C 4 alkanoyi, wherein R J may be substituted independently by from 



10 
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one to three of chloro, fluoro, or C,-C 4 alkyt, or one of hydroxy, bromo, iodo, C,-C 6 

alkoxy, 0-C^C,-C 8 alkyl), 0-C-N(C,-C 4 alkyl)(C,-C, alkyl), S{C,-C 8 alkyl), NH 2 , 
B 

o 

NH(C,-C, alkyl), N(C,-C 2 alkyl) (C,-C 4 alkyl), N(C,-C 4 alkyf)- 
5 C(C,-C 4 alkyl), NHC(C,-C 4 alkyl), COOH, C0(C,-C 4 alkyl), CNH(C,-C 4 aJkyl). 

n ii y ii 

O O 0 0 

CN(C,-C 4 alkylH^-C, alkyl), SH, CN, NO,, SO(C,-C 4 alkyl). S0 2 (C,-C 4 alkyl), 

10 0 

S0 2 NH(C,-C 4 alkyl), S0 2 N(C,-C 4 alkyr)(C,-C 2 afcyl), and wherein said C,-C, 2 alkyl or C,- 
C 10 aJkylene may contain one to three double or triple bonds; or 

NR,R 2 or Cf^RjR,, may form a 4- to 8-membered ring optionally containing one 
or two double bonds or one or two of O, S or N-Z wherein Z Is hydrogen, C,-C 4 alkyl, 
15 benzyl, or C,-C 4 alkanoyl; 

Ra is hydrogen, C,-C„ alkyl, fluoro, chloro, brpmo. Iodo, hydroxy, amino, 0(C,- 
C„ alkyO, NH(C,-C„ alkyl), N(C,-C 4 alkyi)(C,-C 2 alkyl), SH, S(C,-C 4 alkyl), SO(C,-C 4 
alkyl), or S0 2 (C,-C 4 alkyl), wherein said C,-C 4 alkyl and C,-C 8 alkyl may contain one or 
two double or triple bonds and may be substituted by from 1 to 3 substituents R 7 
20 independently selected from the group consisting of hydroxy, amino, C,-C 3 alkoxy, 

O 

dimethylamino, o5ethylamino, methylamino, ethylamino, NHc CH 3 , fluoro, chloro or C,- 
Cjthioalkyl; 

R 4 is hydrogen, C,-C„ alkyl, fluoro, chloro, bromo, iodo, C,-C s alkoxy, amino, 
NH(C,-C„ alkyl), N(C,-C fl alkyl) (C,-C 2 alkyl). S0 n (C,-C 6 alkyl), wherein n is 0, 1 or 2. 
25 cyano, hydroxy, carboxy, or amido, wherein said C,-C 8 alkyls may be substituted by 
one to three of hydroxy, amino, carboxy, amido, NHC (C,-C 4 alkyl), NH(C,-C 4 alkyl), 

u 

o 

o 

n 

N{C,-C 4 alkyl)(C,-C 2 alkyl), c 0(C,-C 4 alkyl), C.-Cj alkoxy. C,-C 3 thioalkyl, fluoro, 



bromo, chloro, Iodo, cyano or nitro; 
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Rs Is phenyl; naphthyl, thienyl, benzothienyl, pyridyl, quinolyl, pyrazinolyl, 
pyrimidyl, imidazolyl, furanyl, benzofuranyl, benzothiazolyl, isothiazolyl, 
benzoisothiazolyl, thlazolyj, isoxazolyl, benzisoxazolyl, benzimidazolyl, triazolyl, 
pyrazolyl, pyrrolyt, Indolyl, pyrrolopyridyl benzoxazolyl, oxazolyl, pyrrolidinyl, 
5 tfuazoGdinyl, piperazinyl, piperidinyl, tetrazolyl, or 3- to 8-membered cycloalkyl or 9- to 
12-membered blcydoalkyl, optionally containing one or two of O, S or N-Z wherein Z 
is hydrogen, C,-C 4 alkyl, C,-C 4 alkanoyl, phenyl or benzyl, wherein each one of the 
above groups may be substituted independently by from one to three of fiuoro, chloro. 
bromo, formyl, C,-C a alkyl, C,-C 9 alkoxy or trifluoromethyl, or one of hydroxy, iodo, 
1 0 cyano, nHro. amino, cydopropyl, NH(C,-C 4 alkyl), N(C,-C 4 alkyQ(C,-C 2 alkyl), COO(C,- 
C 4 alkyl), CO(C,-C 4 alkyl), S0 2 NH(C,-C 4 alkyl), SO,N{C,-C 4 alkyl)(C,-C 2 alkyt), S0 2 NH 2> 
NHS0 2 (C,-C 4 alkyl), S(C,-C„ alkyl), S0 2 (C,-C 8 alkyl), wherein said C,-C 4 alkyl and C,-C B 
alkyl may have one double or triple bond and may be substituted by one or two of 
fiuoro, chloro. hydroxy, amino, methylamino, dimethylamino or acetyl; with the proviso 
15 that ft, is not unsubstituted phenyl; 

R„ is hydrogen, hydroxy, fiuoro, chloro, COO(C,-C 2 alkyl), cyano, or 00(0,-0, 
aklyl); and 

Ft, 2 is hydrogen or C,-C 4 alkyl; 

(a) A is not straight chain 0,-0,2 alkyl; 
20 (b) Rg Is not a sugar group; 

(c) when Rj and are hydrogen and Rg is chlorophenyl, then A is not NH- 
CHfCHjMC^-NlC^ry,; 

(d) when R, and R, are hydrogen and A is NR,R 2 wherein R, is C,-C, 
cycloalkyl, and R a Is C a -C 8 alkenyl, phenyl-{C,-C e alkylene) or hetero-^-C,, alkylene) 

25 wherein the hetero radical is furyf, thienyl or pyridinyl, and wherein said phenyl may be 
substituted by fiuoro, chloro, bromo or iodo, then Rs is not tetrahydrofuranyl or 
tetrahydropyranyl; 

(e) when R3 Is methoxy, methytthio, or methylsutfonyl, R, is hydrogen, and 
Rs is tetrahydrofuranyl or tetrahydropyranyl, then A Is not NH(C,-C 2 alkyl), morpholinyl, 

30 hydrazino, or NHC 2 H 4 C„H S which may be substituted by one methyl or two methoxy; 

(f) when R 3 is hydrogen, C,-C„ alkyl, hydrazino, chloro, bromo, SH, or S 
(C,-C 4 alkyl), R 4 is hydrogen and is C 3 -C„ cycloalkyl, then A Is not hydrazino, NH(C,- 
C 2 alkyl) or N(C,-C 8 alkyl) (C,-C 12 alkyl); 
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(g) when R, and R 4 are hydrogen and A is NH(CH,) m COOH wherein m is 
1-12, then is not phenyl substituted by one of fiuoro. chloro, bromo or iodo; 

(h) when Ft, is hydrogen, hydroxy, methytthio, chloro or NHbenzyl, R 4 is 
hydrogen, and Rg is chlorophenyl or bromophenyt, then A is not NH(C,-C 12 aikyl), 

5 NHalryl, or N(C,-C„ alkyl) (C,-C 12 afkyl), wherein said C,-C, , alkyl may be substituted 
by NCjHb, or NH benzyl which may be substituted by one or two bromo, chloro, fiuoro, 
NC,Hs phenyl or morpholinopropyi; 

(i) when R, and R 4 are hydrogen and Rg is nrtro phenyl, then A is not NHR, 
wherein R a is C,-C, , alkyl which may be substituted by two hydroxy, or Rj is phenyl or 

10 benzyl; 

(j) when R, is chloro or 0(C,-C 8 alkyl), R 4 is hydrogen, and A is NR,R, 
wherein R, and R, are independently hydrogen or C,-C s alkyl, then Rg is not 
chlorophenyl; and 

(k) when R, is hydrogen, A is benzyl or phenethyl, and R« is fiuoro, chloro, 
1 5 bromo or Iodo, then R, is not S'-deoxy-ribdfuranosyl or 5'-amino-5*-deoxy-ribofuranosyl. 

2. A compound according to daim 1 wherein R, is C,^C 4 alkyl, (C a -C 4 
alkylene) 0(C,-C 4 a)kyl). or C,-C 4 hydroxyalkyl. 

3. A compound according to daim 1 or 2 wherein R, is C,-C 5 alkyl. 

4. A compound according to daim 1 or 2 wherein R 2 is (C,-C 4 alkylene)aryl 
20 wherein said aryi is phenyl, thienyl, benzofuranyl, furanyl, benzothienyl, thiazoryl, pyridyl 

or benzothiazolyl. 

5. A compound according to daim 1 or 2 wherein R 2 is benzyl, phenylethyl. 
p-fluorobenzyl, p-chlorobenzyl, p^titrobenzyl, p-methylbenzyl. p-methoxybenzyl, p- 
trifluoromethylbenzyl, p-(t-butyl)benzyl, p-ethyfbenzyl, (2-thlenyl)methyl. (2-thienyl)ethyl, 

25 (2-furanyl)methyl, 2-(4-chlorothienyl)methyl, (2-benzofuranyl)methyl, (2- 
benzothienyljmethyl, {2-thiazolyl)methyl, or (2-benzothiazolyl) methyl. 

6. A compound according to any one of daims 1 to 5 wherein Rj is methyl, 
ethyl, methoxy, fiuoro or chloro. 

7. A compound according to any one of claims 1 to 6 wherein R 4 is 
30 methytthio, methylsulfinyl, methylsuKonyt, hydrogen, methyl, ethyl or n-propyl. 

8. A compound according to any one of daims 1 to 7 wherein 1% is phenyl 
substituted by two or thr.ee substituents. 
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9. A compound according to claim 8 wherein said substituent is 
independently fluoro, chloro, bromo, iodo, C,-C 4 aJkoxy, trifluoromethyl, C,-C„ alkyl 
which may be substituted by one of hydroxy, C,-C 4 aikoxy or fluoro and may have one 
double or triple bond, -(C,-C 4 alkylene)0(C,-C 2 alkyl), C,-C, hydroxyalkyl, hydroxy. 

5 formyi, COO(C,-C 3 alkyl), -(C,-C, alkylene)amino, or -C(0)(C,-C 4 alkyl). 

10. A compound according to claim 1 wherein said compound is 

3- {(4-methyl-benzyl)-[3,6-dlmethyl-1-(2,4 l 6-trimethylphenyl)-1H-pyrazolo[3 ) 4- 
d]pyrirnldin-4-yTJ-amino}-propan-1-ol; 

diethyl-[6-methyl-3-methyIsulfanyl-1 -(2,4,6-trlchIorophenyl)-1 H-pyrazolo [3,4- 
10 d]pyrimidin-4-ylJ-amine; 

2-{butyt-[6^ethyl-3-methylsuJfBnyl-1-(2,4,6-trichlorophenyl)-1H-pyrazolo[3,4- 
d]pyrimidin-4-yf]-amino}-ethanoi; 

dibutyl-[5-methyl-3-methylsutfanyl-1 -(2,4,6-trichlorophenyl)-1 H-pyrazolo [3,4- 
d]pyrimidin-4-y)}-amlne; 
15 butyl-ethyK6-methyl-3-methylsuKOT 
cfJpyrimidin-4-yfJ-amine; . 

buryl-ethyl-[6-methyl-3-methylsuffanyl-1 -(2,4,6-trichlorophenyl)-1 H-pyrazolo[3,4- 
d]pyrimidin-4-yl]-amine; 

butyl-cyclciJropylmethyl-[6-methyl-3-methylsulfanyl-1 -(2,4,6-trichlorophenyl)-1 H- 
20 pyrazolo[3,4-d]pyrimidin-4-ylJ-amlne; 

rf>-1 -propyi-[6-methyl-3-methyisulfanyl-1 -(2,4,6-trichlorophenyl)-1 H-pyrazolo [3,4- 
d]pyrirnidin-4-yQ-amine; 

dlallyl-[6-methyl-3-methylsulfanyl-1-{2,4,6-trlchlorophenyl)-1H-pyrazolo[3,4- 
dJpyrimidin-4-yTJ-amine; 
25 butyt-ethyl-[6^loro^-methylsutfanyl-1-(2,4,6-trichlorophenyl)-1 H-pyrazolo [3,4- 

d]pyrimidin-4-yl]-amine; 

butyl-ethyl-[6-methoxy-3-methylsLitfanyH -(2,4,6^c*iJor6phenyl)-1 H-pyrazolo[3,4- 
dJpyrimidin-4-yfJ-amine; 

propyl-ethyH3,6-dimethyM-{2.4,64rirr»eth^ 
30 ylj-amine; and 

4- (1 -ethyl -propyl)-B-methyl-3-methylsulfanyl-1-(2,4,6-trimethylphenyl)-1H- 
pyrazolo[3,4-d]pyrimidine. 
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11. A pharmaceutical composition for the treatment of (a) illnesses induced 
or facilitated by corticotropin releasing factor or (b) inflammatory disorders such as 
arthritis, asthma and allergies; anxiety; depression; fatigue syndrome; headache; pain; 
cancer; irritable bowel syndrome, including Crohn's disease, spastic colon and irritable 

5 colon; immune dysfunction; human immunodeficiency virus (HIV) infections; 
neurodegenerative diseases such as Alzheimer's disease; gastrointestinal diseases; 
eating disorders such as anorexia nervosa; hemorrhagic stress; drug and alcohol 
withdrawal symptoms; drug addiction; stress-induced psychotic episodes; and fertility 
problems, which comprises a compound of the formula I as defined in daim 1 In an 
10 amount effective in the treatment of said illnesses, and a pharmaceutically acceptable 
carrier. 

12. A method for the treatment of illnesses (a) induced or facilitated by 
corticotropin releasing factor or (b) inflammatory disorders such as arthritis, asthma and 
allergies; anxiety; depression; fatigue syndrome; headache; pain; cancer; irritable bowel 

15 syndrome, including Crohn's disease, spastic colon and irritable colon; immune 
dysfunction; human immunodeficiency virus (HIV) infections; neurodegenerative 
diseases such as Alzheimer's disease; gastrointestinal diseases; eating disorders such 
as anorexia nervosa; hemorrhagic stress; drug and alcohol withdrawal symptoms; drug 
addiction; stress -induced psychotic episodes; and fertility problems, which comprises 

20 administering to a subject in need of said treatment an amount of a compound of claim 
which is effective in said treatment, said compound having the formula 



25 




and the pharmaceutically acceptable acid addition salts thereof, wherein 
30 A is NR,R 2 , CR^R,,, or C(=CR,R, JR„ NHCR,R,R, 1( OCR.RjR,,, SCR.RjR,,, 

NHNR,Rj, CR 2 R„NHR I( CR J R„OR„ CR^.SR, or C(0)R,; 
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10 



R, is hydrogen, or C,-C„ alkyl which may be substituted by one or two 
substftuents R„ independently selected from the group consisting of hydroxy, fluoro, 
chloro, bromo, iodo, C,-C 8 alkoxy, 0-C-(C,-C e alkyf), 0-C-N(C,-C 4 alkyl)(C,-C 2 alkyl), 

^ U 

O O 

amino, NH(C,-C 4 alkyl), N(C,-C a alkyl){C,-C 4 alkyl), S(C,-C 9 alkyl), OC(0)NH(C,-C 4 
alkyQ, N(C,-C a alkyf)C(0)(C r C 4 alkyl), NHC(C,-C 4 alkyl), COOH, C0(C.-C 4 alkyl) 

0 II 
o o 

CNH(C,-C 4 alkyl). CN(C,-C 4 alkyl)(C,-C 2 alkyQ. SH. CN. N0 2 , S0(C,-C 4 alkyl), 
H B 
15 O O 

S0 2 (C,-C 4 alkyf), SO^H^-C, alkyl), S0 2 N(C,-C 4 alkyl)(C,-C 2 alkyl), and said C,-C 6 

alkyl may contain one or two double or triple bonds; 

R 2 Is C,-C„ alkyl. aryl or (C r C 10 alkytene)aryl wherein said aryl is phenyl. 
20 naphthyl, thienyl, benzothienyl, pyridyl. quinolyl. pyrazinoryl, pyrimidyl, imidazolyl. 

furanyl, benzofuranyl, benzothiazolyl. isothlazolyl. benzfeothiazolyl, thiazolyl. Jsoxazolyl. 

benzlsoxazolyl. benzlmldazoly), trlazolyl, pyrazoryl, pyrrolyl, indolyl. azaindotyl, oxazolyl. 

or benzoxazofyl; 3- to 8-membered cycloalkyl or (C,-C 6 alkylene) cydoalkyl, wherein 

said cycloalkyl may contain one or two of O, S or N-2 wherein 2 is hydrogen, C,-C 4 " 
25 alkyl, benzyl or C,-C 4 aJkanoyl, wherein R* may be substituted independently by from 

one to three of chloro. fluoro. or C,-C 4 alkyl, or one of hydroxy, bromo, iodo, C,-C e 

alkoxy, O-C -(C,-C B alkyl). 0-C-N(C,-C 4 alkylJ^-C, alkyl), S(C,-C e alkyl). NH 2 , 
O 

NH(C,-C 2 alkyl), N(C,-C 2 alkyl) (C,-C 4 alkyl), N(C,-C 4 alkyf)- 
30 C(C,-C 4 alkyl). NHC(C,-C 4 alkyl). COOH, CO(C,-C 4 alkyl). CNH(C,-C 4 alkyl), 

o O . 0 0 

CN(C,-C 4 alkyl)(C 1 -C 2 alkyl), SH, CN, NO,, SO(C,-C 4 alkyl). S0 2 (C,-C 4 alkyl), 



35 O 



S0 2 NH(C,-C 4 alkyl). S0 2 N(C,-C 4 alkyl)(C,-C 2 alkyl), and wherein said C,-C, 2 alkyl or C,- 
C 10 alkylene may contain one to three double or triple bonds; or 
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NR,Rj or C^RjR,, may form a 4- to 8-membered ring optionally containing one 
or two double bonds or one or two of 0, S or N-Z wherein Z is hydrogen. C,-C 4 alkyl, 
benzyl, or C,-C 4 alkanoyi; 

R, is hydrogen, C,-C 8 alkyl, fluoro, chloro, bromo, lodo, hydroxy, amino. 0{C r 
5 C, alkyl), NH(C,-C 9 alkyl), N(C,-C 4 aikyl)(C,-C 2 alkyl), SH, S(C,-C 4 alkyl), SO{C,-C 4 
alkyO, or S0,(C,-C 4 alkyl), wherein said C,-C 4 alkyl and C,-C„ alkyl may contain one or 
two double or triplB bonds and may be substituted by from 1 to 3 substituents R, 
Independently selected from the group consisting of hydroxy, amino, C,-C 3 alkoxy, 

O 

a 

dimethylamino, diethylamino, methylamino, ethylamino, NHq CH,, fluoro, chloro or C,- 
10 C,thioalkyl; 

R, Is hydrogen. C,-C 8 alkyl, fluoro, chloro. bromo. iodo. C,-C 8 alkoxy, amino. 
NH(C,-C 0 alkyl), N(C,-C„ alkyl) (C,-C 2 alkyl). SO B (C,-C 8 alkyl). wherein n is 0. 1 or 2, 
cyano, hydroxy, carboxy, or amido, wherein said C,-C 9 alkyls may be substituted by 
one to three of hydroxy, amino, carboxy, amido, NHC (C,-C 4 alkyl), NH(C,-C 4 alkyl), 

O 

O 

15 N(C,-C 4 alkyrxc,-^ alkyl). I 0(C,-C 4 alkyl), C,-C 3 alkoxy, C,-C 3 thioalkyl. fluoro, 

bromo, chloro, iodo, cyano or nitro; 

Rs is phenyl, naphthyl. thienyl. benzothienyl, pyridyl, quinolyl, pyrazinolyl, 
pyrimldyl, imldazolyl, furanyl, benzofuranyl. benzothia2olyl. isothiazolyl; 
benzoisothiazolyt, thlazolyl. isoxazoryl. benzisoxazolyl. benzimldazolyl, triazolyl, 

20 pyrazolyl, pyrrolyl, indolyl, pyrrolopyridyl benzoxazolyrl. oxazolyl, pyrroDdinyl, 
thiazolidinyt, piperazinyl, piperidinyl, tetrazolyl, or 3- to 8-membered cycloalkyl or 9- to 
12-membered bicydoalkyl, optionally containing one or two of O, S or N-Z wherein Z 
Is hydrogen, C,-C 4 alkyl, C,-C 4 alkanoyi, phenyl or benzyl, wherein each one of the 
above groups may be substituted independently by from one to three of fluoro, chloro, 

?5 bromo, formyl, C,-C e alkyl, C,-C B alkoxy or trifluoromethyl, or one of hydroxy, iodo, 
cyano, nitro, amino, cyclopropyl, NH(C,-C 4 alkyl). N{C,-C 4 alkyl)(C,-C, alkyl), COO(C,- 
C 4 alkyl), C0(C,-C 4 alkyl), SO,NH(C,-C 4 alkyl), S0 2 N(C,-C 4 alkyOJC.-C, alkyl), SO } NH 2 , 
NHS0 2 (C,-C 4 alkyl), S(C,-C B alkyl), S0 2 (C,-C 8 alkyl), wherein said C,-C 4 alkyl and C,-C 6 
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alkyl may have one double or triple bond and may be substituted by one or two of 
fluoro, chloro, hydroxy, amino, methylamino, dimethylamino or acetyl; with the proviso 
that Rg is not unsubstituted phenyl; 

R„ is hydrogen, hydroxy, fluoro. chloro, COO(C,-C a alkyl). cyano, or CO(C,-C 2 
aklyl); and 

R,, is hydrogen or C,-C 4 alkyl. 
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